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Editorial

Welcome o impressions, your guide
to important news and progress in
the cang of patients with depresson
and related disorders, Inside, we
highlight Dr Philip John, one ol
india's leading psychiatrists, wio
shares his passion not onby for neu-
ropsychistry and developmental dis-
oeders in children but also for

the unique proporties of SSRI and
sigma-1 recaplor agonist
fiuvooamine. Update reviews a recant
intemational symposium at the
X0/ CIMP Congress hald in Hong
Hong and focused on the use of
sigma-1 receplors 1o improve
patient outcomas in depreasion.
Memory looks at the life of Rosemary
Clooney, a gified singer who
appeared with Bing Crosby and
Danrry Kaye in the film White Christ-
mag, but whose caresr was. disnp-
e midstresam by bipolar disorder.
In Scientificaly speaking, Professor
Kanji Hashimolo discusses tha
omenging clinical implications of
Murvcocaming that ane potentialty
basid on @5 skpma-1 receplor
agonist properties. Your feedback,
contributions and suggestions ana
ahways welcome waing the email
coniact address below.
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Impressions of
Dr Phillip John

Dr Philip John is a senior consultant in
psychiatry with a professional standing of
more than a quarter of a century in Cochin,
India and in Sharjah, United Arab Emirates.
After graduating in medicine he trained and
obtained his MD degree in psychiatry from
Mational Institute of Mental Health and Neuro-
Sciences, Bangalore. Heading the Psychiatry
Division in the largest private sector tertiary
referral hospital then in Kerala, he endeavored
primarily to move psychiatry into the main-
stream of medicine, enabling its de-stigmatiza-
tion among fellow physicians. Following a
decade of consultation-liaison psychiatry, ha
pioneered the open office-practice that
facilitated the collaboration between medical
specialties and psychiatry. Dr Philip John has
worked hard to practice psychiatry as the
application of basic neurosciences to man's
day-to-day problems. He pioneers many
unique, patient-centered and fresh approaches
in psychiatry. He was conferred the Vishakha
Oration Award by the Indian Psychiatric
Society for outstanding contribution to psychi-
atry. Dr John is a familiar facuity member
across the country for CMEs and conferances.
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In your clinical practice in
India and overseas, how
freguently do you use the
S5RI Muvoxamine?

in Adult Psychiatry practice, |
encountear difficilt and resistant
depreggve, ohesasive and paycho-
tic disordars whens | use Sureoxmm-
ins. Child Dnvision work iz focused
an lgamning, developmental and
behavioral disonders. | am often
surpeised by the nemiber of fluvo-
xarming prescriptons | write. | am a
cautious physician and these
inCreasing Prescriphions are: soledy
thix consequance of compalling
feadback by tha parents of thisa
children about the unique and
somatimes dramatic effects of
flunvoxamine. Bul we nead mong
evidence-based studies to substan-
tiabe these clineCal expeanences.

What set you off with the
initial prescriptions of
fluvoxamine?

Two things. Based on tha mulidisc-
plinary evaluation of mane than

5,000 children, we have proposed a
robust ‘spactnum construct’ with a
left brain bias for all specific deve-
loprmental disorders.' We ara con-
vinced that obsesshve disordens and
obsessive spactrum disordaers fall
under a developmental rubric;

obsessha disonders in childnen ane
distinct and different from adult

absessive disorders and are deve-
lopmental in orgin. 'We bagan using
fuvoxaming for OCD in children,

initially because of its authorization
for use above eight years of age. As
manths passed, parents would

rsport the amelioration of a plathora
of co-awisting Symplams. This fead-
back set us thinking on a broader
basa for application of this S5H1 = if
many of these symptoms improved
in ona go, then we need (o think of
one drug cutting across mamy func-
tional neural domains and all these
domains together may be in one

axis of developmeantal origin. This
axis of spacific developmantal

desorders and obsessive fobsessive
spectnem symploms, panasie
developmantal disorders, autism
and the resistancs to ‘change’ with
its consaquent behavion, cognithe
deficits of attenthon and language,
espacially expressive language eic,
are all axplicable from a background
ol neuronal maturation, neurcpias-
ticity and the concept of "COMMEC-
tivity". if neuroplasticity improves
cognitive functions by neuronal
repair to neursdegenerated brain (as
if mdjor peychiatrc linesseas), wa
now discem that fluvoxaming can
transform nouronal functioning in
the deficient brains of devalopman-
tal disgrder childnen through mela-
rorplosing “connectivity”. Our
“spectrum construct’ for all (hegh-
functioning) developmental desor-
ders, and the application of naurg-
plasticity to thess developrmantal
disondens @ twa things that set us
off in this emerging strategy.

For which disorders you lind
fluvoxamine most beneficial?
An arriy of irksome symptoms.
Broadly, obsessive disonder in chi-
dren, incleding obsessne trais that
disgturty personal or inferpersonal
comfort in the family or School.
Mauronal remcdaling using an
appeopriate SSAI makes it easy for
thesa children bo loberate the siress
of change, to tolerate frstration
and criticism. Even atténlicn span
and concentrathon mprove with
reguiation of obsessive and antics-
patory anxiaty. AnnNoying Symploms
like nail biting, skin picking, multiple
spacific phobias, kieptomania aic.
s bo fade away on their own.
Flaxibility and adaptation to change
i% a graat iranslomation. Many
parents tell us about the positive
changas in meta-cognilion. Lan-
guane becomes mare meaningful in
itz exprassion and narmation, possi-
by an outcorme of greater neuronal
connectivity, on long-term use of
fluwcoaming, Potentiation of new-
rotrophic (actor shynaling processes
which improves neuroplasticity 1o

enable neuronal remodeling of tha
braén must b cone to hase
changes, The improvemeant appears
to e proporticnal to the non-phar-
macological, academic, Bnguagae,
and behavioral strategies that are
employed with each child.?

Waould you conzider some
ather specific indications
for fluvoxamine?

In bshavioral problems consaguaent
to the obsessive aspect of autism
spectnum disordens, (espacially
high-functioning), in Aspangers
Syndroms, in obsesshie disorder
with tics in children, in obsessig
spactrum disorders (ncluding
kleptomania, trichotillormnania, and
pyromania), in childhood IBS and
enurasis, children with body
dysmorphia or olfactory reference,
th list mavy @0 on. in adults, itis
used In depression with pSychogis,
absesskons with insight loss,
schizo-obsassive paychosis, schizo-
affective psychosis whene mood
symptoms are masked by the pay-
chatic symplams, aarly cases of
deganarative demantia atc. | do nat
wish to appaar to advocate fluno-
xamine as a panacesa for all troubles,
W nesd evidence, In all these dis-
orders | always combine tha psy-
chopharmacological approach with
multipronged non-phammacological
and bahavioral stralegies in the hier-

hical multicksciplinary § ot
of my clinical work,
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The locus of the Symposium was on
ther appropriate use of salective
saroboning reupiaks inhidors swuch
as fuvacamins to improve out-
Comes in palsents wilh mapor
depressive disorder MDD,

it is increasingly recognised that
sgma-1 recepbors mediate saveral
clinically important effects of certain
antidepressants, in partioular fluvo
xaming. Discovered in 1976 and
clonad in 1586, sigma receptors,
are dynamic endoplasmic reticulurm
profeins that regulate the gluta-
madergic systerm via the medulation
of the MMDA recaptors in the brain,
The activation of sigma-1 receplors
maay contribute to the proper fumc-
tisning of active ion channels and
signal transductions essantial for
physiological functions of Reurons
{a.g. rebeasae of a numbar of newro-
transmitiers including DA, 5-HT, ME,
ACH)L The activation of sigma-1
receplons may also inducs polentia-
than of neurctrophic tactor sig-
maling, celhular differentiation and
call suevival. Chronic sigma- 1
receplor activation also contribules
it the formation and recomposition
of membrane Bpid rafts, with dingct
consaquences for neuroplasticit.'*

The intarnationally rancwned faculty
includéd Professor Kenji Hashimolo
(Japan), who discussed the clinical
implications of using Mureoxarming
based on its sigma-1 recepbor
agonist propérties, and Prolessor
Alesssandro Semetti (taly) who dis-
cussed whether efficacy and tolera-
bility considerations are anough
when selecting the right SSAI.

bl it L

Sigma-1 receptors in depression:
towards improved patient outcomes

An international symposium at the XXVII CINP Congress

held in Hong Kong on June 8%, 2010.

Incividualizing therapy is important
in order to optimize clnical out-
comes, Therelons, it is important to
consider which type of patient
wiould banefit most from which
agent. Given that clinically snpoe-
tant differences axist batween tha
S5Ais, the question of which 1o pre-
scriba might be viewsd as a clinical
dilemma. Each agent has specific
featuras that can ba important when
talioring therapy to each individual
patiant. This is a reflection of spaci-
fic secondary pharmistodymiamas
properties and adverss behavioural
efects of each agent. In his regand,
cartain specific properties of fluva-
xamine may help physicians to
decide which are tha most appropr-
ate patignis to recaive this 55AI1,

Hang Kong

The faculty conclisded that, aside
from being a well known efficacious
treatrment of depression, fluvoxa-
mina has proven to be a particulady
affective traatment in many Sub-
groups of patents, including delu-
sional depression, the elderly and
when trying to minimise the inci-
dance of saxual dysfunction
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Rozemary Clooney in her latest monifis

Rosemary Clooney was a gifted
Amencan singer whose Canser was
disrupted midstriam by Dipolar
disorder, Her family histony containg
soime almants commaon for peopla
with manic depression,

She ard hif sister Bathy were left
bBehind when thelir mother went off
o be marmed a Second tima, takeng
ondy tivr brother Mick with har; their
alcoholic father @eniealy aban-
doned the young sisters. The two
girts were living in poverty whan
thiry won a conltest and earmed a
requiar job singing on the radso

in 1945

The Cloonsy Sistars were hinsd by
bandlieader Tony Pasior two years
later, and wiven Betly decided to
return to their homa city of Cincin-
nati for a quisier e, F:m'.amarg,'
went on alone. In 1951 she recor-
dad "Come on-a My House,” 8 song
she hated, and it made her a star,

In 1953 Rosamany (Aooney marmed
actor Josa Ferrer (thedr cldest son,
Miguel Farmer, is a TV star). Co-hos-
ting a daily morning radio show with
Bang Crosby bed 10 har bairg cast
with him and Danmy Kaye in the film
White Christmas (1954). Sha also
workid in bidasion and other films
in tha 19508, whila having four mon
children by 1980, Trying to mainiain
both family and strenuous Caner
demands began 1o take &s toll on
heer, and she becama addicted to
tranquilizers and sleaping pills. Har
marmiage crumbked; she and Famer
wena divorced in 1961, reconciled,
and diverced again in 1967,

In 1968, after the trauma of beding
prasant when her good triend
Aokt F. Kennady was asaassing-
ted, she suffered a raging manic
episode onstage and soon was hos-
pitalized for psychiatnc care, al
tirmis in @ double-loched ward
because she had bacoms S0
wiolent, Her therapy continued for
several years. By the time she was
Seon by th vienwing pulbhc agam,
she had gained a great deal of
wisight which staned with her for thea
rast of her life - but har woice still
had tha sarme wanm, meallow sound.

Har carsar was rebom after sha
appearad in a beneafit with Bing
Crosby in 1976, An autobeograpivy,
Thits for Remembrance, which
describes har Bngss, Wwas pulblished
in 1877, She continued 1o work for
many more years, You may have

a career disrupted by
bipolar disorder

sean her two performances with
naphew George Clooney on the
talevision saries ER, In 1996 she
mamed Dante DiFacko, & dancer
whom she had dated badore
marrying Femer,

Rosemary Clooney died Saturday,
Juna 26th, 2002 after a struggle
with lung cancer, She was T4,

Rosemary Cloanay in former Himas
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Chiba University Center for
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The importance of

sigma-1 receptors in depression

and cognition

Tha selective seqotonin reupiake
inhititor (SSAN fuvoxamine has the
highest atlimty for the ssgma-1
rsGEnbor in rat bran companed with
warous other antidepressants tested
(Table 1].7 However whila flvocs-
e 15 8 aspmia-1 Agoniel, Sertraling,
which also has o relatheely high affinity
for sigma-1 mceplors, acts as an
aniagonisl.” This difference has
impartant imploatons for ther
reRpaclve clhinecal eifects.

FlUAsas aiming, Dot ol Sartradifig o
paroxating, polentiates nerve growth
factors (NGFj-induced neurita
cutgrowth in P12 cells; an effect
antagonisesd by the salecihne sigma-1
receplor antagonist NE-100. Tha
influence of furroxaming on neuribe

Table 1. In vitro affindly of vanous agents for rat sigma-1 binding sites

S5Rils . Elpr-ﬂ.:

Fluvoxamine 36
Sertraling 57
S+ Fluoxetine 120
[£)Fluoxeting 240
Citalopram 292
Paroxating 1,883
Tricyclic antidepressants
Imipramine 343
Desipramine 1,987
Figure 1. Fhaoxamine

shirmulated NGF-induced

neurite outgrowth in

PC12 cells!

ey Rl rato
Sigma-2  Sigma-2/Sigma-1
8.439 234
5297
480 46
16,100 &8
5,410
22 870 12
2,107 G
11,430 &

. o

aulgrowth using MAP-2 immunocyio-
chemisiry (a neuronal markosr;

Figure 1) suggest a potential sigma-1
reCapton-mediaied imobmament of
Thvoxaming @ Mechanisms of neurs-
plasticity and newronal remcdediing.’

Racenl envidancs mdcates that the
sigmi-1 maaptor is a CaZ+-sansitive
and ligand-oparated receptor chapea-
onE 81 mitcChondricn-aEsociaieg
endoplasmic reticuium (EM) mem-
brane. 4 The communication Bebewissn
tha ER and mitochondnion is beleved
o b critical Tor Depanaigatsss anid
callular surival, Recesplor Chapenons
[Figure 2] is a relatively novel concapt
in pharmacologqy and explains how
tha inferaction babwean the sigma-1
recepior and BiF (a chaperons
immunogicbuln bindng probein) o a
synthetic agent beads 10 sither inhibi-
o {a% with sartraling) or activation
{35 et Nurcoaemins) of tha receplorn

Cognitive impaimmant i3 a primary fea-
ture of pathants with major daprassie
disorder (MDD and S characlamssd
by stréss-ndeced neural atrophy, par-
ticudarty in the hippocampus, amyg-
dala and prefrontal corbex. Sigma-1
macantors ane abundant in areas
afected by depresticnrsimss-induced
censbwal atrophy and their ligands may
conSoguently promols NeUrogeness
and inftiate adaptive newal plastcity
&S 8 prodsiion reaclion D Shress.,
Fluvonaming his Shiwn amelicrating
effects in paychosis, depression,
stress. anoaty, CDEaEsRa-CoOmMpLIlsNG
disorder (04 and Bpgressann and
has besan shown 10 improve oF resions
Cogniliag impairments.** For moamphe,
N an animal moded, phancyciding
(PCF-induced copnitive dedects wane
armaliorated Dy Sulbchionic admnising-
fion of fluveocamens, Bul ot by pand-
weting of Saciraling [Figune 3).°

In recent cass reports, fluvosaming
added to standand antipsychotic th
ripy improsed cognitive imparmants

and reduced negative symploms in

Sig-1R Sig-1
0o - @ o

Gation Cw ¥ Na
M Mg Li

Mosrnahannid - = Estraciol
CHEA-5 ii i ]

Symithwdic aicgradod (&) Pentazocing Masthampha-

cxampoomnd HE- 100 £+ taman

Sertralme? Flursgo jimiasg FamEEine

SAE503

patients with schizophrenia and, sepa-
rivtsty, Flurwaoiimmineg Relpad b Impaowe
dalidum and sheep disturbancs in
patients with Altheimer's disease, "
These eflecis are supported by the
obseration of high (and dose-depan-
dant) cocupancy of sigma-1 mteplon
in ledng human brain following ithe
adminestration of therapeutic doses of

Cxploratony Prebanence %)
4]

Corenl vebcls Ser WD) Ser 300 Fo D)

fluvcocaming (S0-200 mag) to haalttn
male volunteers (Figure 4).°

There s increasing inberest in the usa
of fluvoxamina for the treatrment of
penychotic major depmasion, based on
a seres of clinical shudies ™" and
Case naports. "= Tha affcacy of flu-
woxEming in psycholic major depres-

24 hgurs Ratantion Test Sedsion
‘ G4 = —

Corirel Vel Bae (10} e D) Pl 90
"

Figure 3 Improvemeant in PCP-induced cognitive dafects by
Muvoramine fals but mot by paroxetine (TS or sertraiing (¢l

Figure 2. Receptor chapanns - &
novel concapt in pharmacology

sion may also ba related bo BS unGes
proparty of high affinity for the sigma-
1 recepion™ In a recent case study
rvobdng & 36-year-old woman with
peychotic dopression nMractony io
antipsychaotic thermpy, the symploms
of depression and paychosks
improved after fusooaming monothe-
rapy. Howdver, thrss yaars laber, &
switch to sertralicg from fussoomrrine
dramatically worsaned the psychotc
syrploms. A swilich back 1o fuvo-
sriirsg from sertralins mmproved thess
sympioms ong wissk after fluvoxamins
Ireaimant.

Fhrvoxamine s a unique S5R1 with
sigma-1 recapior agonism playing a
potentially Fmportant rele in is efficacy
profile. Furthar clinical studias ar
requined 1o confirm these obsenabions
and provide an evidenced base for a
clinical role of fluvoxamine and othar
sigma-1 recepior agonists 1o improve
mqnmm.ﬂunclbn and promots
ML PECOVery DROCERses in a
broad range of peyehiatric inesses.
including MDD, anxisty dsordens,
Ajrhaimesrs diseass and schizophrens.
This & & revverw' g Sevmvnarny of

Professor Hashimols's presentation &f an
Abbal-sponsored Symposiam held in Meng
Kevg, 2010
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Figure 4. I[11C]5A4503-PET
images in healthy human brain
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