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SSINENGING ApPPreaches may ennance
cl]agno» ACCUIACY Or Specificity.
PEMILING Improved treatment planning

-__..,—\{. ssment In mental health care IS often
= over-looked or minimizec

- Emerglng assessment approaches include
QEEG, serologic studies, VR testing
envirenments and others
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ment:depressionse T

SRIGVASERUIN folate Ievels predict more Severe
IEIIESSEN MOod and NON-rESPonse: to
filloxetine, other conventional antidepressants,
[iEplicias augmentatlon and' thyroid hormoene
(Eavaret al. 1997; Papakostas 2004a)

S SASIgnificant percentage of severely depressed
:ﬁétlents have low serum folate levels.

_' s \Many treatment refractory depressed patients
respond te conventional or non-conventional
treatments when folate in the form of folinic acid
IS added to their existing regimen (Papakostas
20043a).



— ._‘anges described as “small sharp splkes

"—-Q are often present in severely depressed
suicidal patients (Small 1993).




| '_-*° _BJpoIar patients often come to treatment after

experiencing a single major depressive episode, but have
not had a manic episode. In such cases a QEEG brain
map provides valuable diagnostic information that can
Inform; the most appropriate treatment.
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Abnorm:: ighr auditory evoked response (AER) and
decheased pre-frontal cordance predict enhanced
A EPRESSant response rates

RESPONSE Iates to conventional antidepressants can be predicted on
tEhas isfof differences in brain electrical activity evoked by sounds
GiVareus intensities.

= S Relatively greater auditory evoked potentials (AER) correspond to
= *!Téwer prain serotonin levels, and predict improved response of
"’_:" “Unipoelar depressed patients (Gallinat, et al., 2000) to serotonin
- rneuptake inhibitors (SSRIS).

® Cordance Is a measure of localized electrical brain activity relative to
averaged brain EEG patterns. Prospective studies show a
relationship between cordance and response to anti-depressants
that increase brain serotonin levels (Suffin 1997).

¥




Mentidepressions

SVEINIaliF oI Patients Wit SEVere depressed mood Who
SUISEML ently nad the highest response rates to SSRIs
SIBWEN S|gn|f|cant decreases In pre-frontal cordance
dliigREFtAE ISt 48 hours of therapy, suggesting that
[aprevement was due to normalization of low brain
SseEretonintlevels (Demott, 2002; Cook, et al., 2002).

:-ﬁ@n -responders to SSRIs or placebo did not show
‘negative pre-frontal cordance following treatment,

= suggesting that low serotonin was not the primary cause
of depressed mood Iin these cases.

e Differences in prefrontal EEG cordance also predict
response differences of depressed patients to
homeopathic remedies (Bell 2004).
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SREOVVAREC mEMBrane iatty acids may e correlated
WidgNncreased severity of depressed mood

REGNIIOEH cell membrane levels and serum levels of
DINATEN Omega-3 fatty acid, are consistently lower in
sepressed individuals (Peet et al. 1998; Tiemeier 2003).

,__—.,_-;J SRreliminary findings suggest that the average dietary
"'ﬁ’ﬂo of' ©mega-6 to Omega-3 EFAs is correlated with

~ ncidence of depression. Lower dietary intake of foods
rich In Omega-3 fatty acids resulted in relatively higher
raties of AA (an Omega-6) to EPA (an Omega-3) In red
bleod cells, which in turn were positively correlated with
greater severity of depressed mood (Adams et al, 1996;
Edwards et al 1998).



MENTEC ressione

SEltmichiolesterol Ievels are correlated with
0y eff depressed mood and suicide risk

S5E6 patients who attempt suicide have abnormal
JO\// Se -m total cholesterol and triglyceride levels, which
mruy;ro rovide future clinical markers for suicide risk
x:chetta 2001).

-—'-*__;_‘-:r:EG VESserum lipid levels are associated with persistently
=~ Jow platelet serotonin levels in depressed suicidal
patients (Steegmans 1996; Alvarez 1999).

* [Low. cholesterol levels indirectly lead to reduced brain
serotonin because of the requirement of adequate
cholesterol in nerve cell membranes in order to maintain
the functional integrity of serotonin receptors
(Sarchiapone 2001; Steegmans 1996).
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Tatzl g2 chielesterel and trglyceride levels are
SIecanty decreased In patients whos are considering
SUICIGENGIFWNO have recently attempted suicide (Yong-Ku
’/OOJ‘ -

- lple .1duals afflicted with a rare genetic syndrome that
e Calses an enzyme deficiency resulting in abnormal low

_l__

ﬂsemm cholesteral have a high rate of severe depression
= ~and suicide (Lalovic 2004).

~ & Non-suicidal depressives tend to have cholesterol levels
In the range of 180mg/dl, and severely depressed
suicidal patients tend to have serum total cholesterol
levels in the range of 150mg/dl (Kim 2004)
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e d blood cell (REC) folic acid levels but
geimaliserumrievels are common in Bipolar

[ EINESS

FOlICECIdRdeliciency may be a common nutritional factor

INmERIC patients diagnosed with Bipolar disorder
(© ppen 1986).

s SRChronicifolate deficiency is believed to interfere with
= “normall synthesis of serotonin. Manic patients often have
~  abnormal low red blood cell folic acid levels but normal

= serum folic acid levels (Lee 1992; Hasanah 1997).

e Chronic felate deficiency Is associated with both phases
of Bipolar illness however

® Bipolar patients who are taking lithium often have
normal red blood cell folate levels (McKeon 1991).
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giiEsided QEEG abnormalltles may. predict
Jmorov:, ESpPENSENGICoRVERLIOREIEALMERLS G
ggcipiict

ARpHAlNEEG findings are mere commaon in mania than
JEPrEssed mood (Hughes 1999).

DEPIESSEQ Mood, psychosis and acute mania are
580 atedlwith distinctive patterns of brain electrical
ECvIty on QEEG mapping.

- __;()I:Sal disturbances in EEG synchronization are similar in
= = schizephrenia and Bipolar Disorder. However, in contrast
10 schizophrenics, Bipolar patients do not show
disorganization in the superior temporal lobes.

® Non-medicated manic patients have lower EEG
amplitudes in the left anterior and temporal brain
regions (Small 1998). QEEG findings may predict
differential response rates to conventional treatments
(Small 1999).
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RN GREESPONEENS ter conventional medications are
erENikely terhave dififtuse theta activity at
OESENNE, andi higher amplitudes in the left

LETT ne ro palietal regions during treatment

aII 1998; 1999).

cutely manic inpatients who responded to
) s_ubsequent conventional treatments were more
~ likely to have left sided abnormalities. The
significance of these findings is limited by the
low, rate of cooperation of acutely manic
Inpatients in studies completed to date.
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SEVated sertm GABA levels predict
IneneVved response of mania to divalproex

Fliejar s rum GABA levels may predict improved
[ESPONSE Off Mmanic symptoms to divalproex
(Bepakote™) however, pre-treatment GABA
= BVels do not predict |mproved response to
t,b-fﬂﬁhlum

- i a large placebo-controlled double-blind trial,
acutely manic patients who had abnormal high
serum GABA levels responded differentially to
divalproex (Petty 1996). GABA levels normalized
with clinical response to treatment.
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it lew BrainrN=acetylaspartate
S ay e at Increased risk of
,Je eJ PpPING Bipolar Disorder

Mgs firom a functional brain iImaging study.
u' g pPreton magnetic resonance spectroscopy
== Sliggest that children at risk of developing
;.__;_t-;ﬁTpolar Disorder have abnormally low brain
levels oft N-acetylaspartate (Chang 2003).

"o Children with low brain levels of this amino acid
may be at increased risk of developing Bipolar
disorder at an early age

s More studres needed
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J‘F NGES May/ Correlate With SpecCIfic anxiety.
toms and QEEG findings may predict
plal response to conventional treatments

ymptoms frequently correlate with abnormal
“electro-cardiogram findings.

_ hanges typically associated with anxiety include
St eased alpha activity in generalized anxiety,
*-='-‘-" lncreased theta activity in obsessive-compulsive patients,
~ and paroxysmal activity in patients who experience panic
- attacks (Hughes 1999).

e EKG findings In anxious patients typically reveal
Increased sympathetic activity and decreased
parasympathetic activity.
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\ [INAINGSs may’ predict differential response
IEHESHC f ©CD patients to conventional

med]ce [onS. In one series, approximately 80%
IINOCIpatients who exhibited increased alpha
SpeWeEr responded to SSRIs, compared to 80% of
| 9 D patients with increased theta activity who
= dld not respond to SSRIs (Princhep 1993).

= Apnormal QEEG findings associated with other
anxiety symptoms are highly inconsistent, and
the future role of QEEG In the assessment of
other anxiety symptom patterns remains
unclear.
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SEIEVated serum cholesterol may be a
mer’er IGIMIERYASINAER/ASYITIPILGIIFIS

=IEY e_zn SErumi chelesterel may be a bielegical
MEIRENION different anxiety syndromes including
JeNENalized anxiety, panic attacks and possibly
ZISEroSESsIVe-compulsive disorder (Peter 2000).

=i ‘contrast to high cholesterol levels in

— ronlcally anxious patients, many chronically
depressed Individuals have low serum
‘cholesterol levels.
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SRR ELST dIagnesed With OlSESSIVE-

seIIpLIsSIVe: Disorder (OCD) have higher

selliin cholesterol levels compared to

nch\ jduials diagnosed with Panic Disorder
Neter 1997).

| ccessful response of anxiety symptoms

to conventional medications IS assoclated

wWith a reduction of total serum cholesterol
to normal levels.
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sigienically anxiols patients are often
clef] (r IR magmesium, selenium or
9 Jup Brous

glrenically anxious patients are often deficient
[ANmagnesium, selenium or phosphorous

o @urlach 1994; Webb 1981 ; McCleane 1990).
= = Mineral deficiencies often occur in patients who
- are malnourished in general.

s Always check serum chemistries of chronically
anxious patients, and especially those who may
e malnourished and who do not take quality
vitamin and mineral supplements.
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wredermalskin testing (EDST) may help
giiRe whether Healing Teuch Is helpful for
reduction

dermal skin testing (EDST) may prove to be a
[lilfassessment approach when determining whether
GO ventlonal or subtle energy treatments of anxiety will
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S e effective for a particular patient (Forbes 2004).
;.__::- -‘ﬁ“ealmg Touch (HT) practitioners conducted six trials

comparing the anxiety reducing efficacy of conventional
relaxation with Healing Touch. They concluded that
electrodermal skin testlng (EDST) reliably measured
changes in “bioenergy” in meridians (according to
Chinese medical theory) following both conventional anad
subtle energy treatments of anxiety (Stouffer in press).
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sensIStently reduced red! blood' cell

memby ane levels ofi two fatty acids:

gliieciidenic acid (AA) and decosahexanoic

,Le_““ (DHA) have been reported In non-

= medicated schizophrenics compared to

'f “medicated schizophrenics and normal
controls (Horrobin 1998; Arvindakshan
2003; Assies 2001).
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AVIRGIIERISEUGY Compared serumrlipid levels in 16 patients
FIJrIJrJO\‘ With Disseciativer Disorder according to DSM-
WACHitEa wWithi 16: normal controls.

SREEERDS diagnosed with dissociative disorder had
CONS Stently lower total serum cholesterol, triglycerides,
Dl and VILDL levels compared to matched controls.

:.—-'... T

-—:-f-""'ﬁne relatienship between red blood cell (RBC) levels of
‘Omega-3 fatty acids is confounded by the high rate of
SMOKING| In; schizophrenics and patients with other
chronic psychotic syndromes. Smoking Is correlated with
reduced consumption of foods rich in Omega-3s and also
with abnermally low RBC Omega-3s levels (Leng 1994;
Hibbeln 2003).




Assessment: psychos,ls‘__‘.ji- .

Sehim DHEA level :

SAIEIInaIN W SERUN DIFEATIEVEI may be a
frlelf el for vulnerability to depression, anxiety,
andischizophrenia.

SEMUMIBDHEA (but /701 cortisol) levels increased
JJ( Icantly in chronically psychotic patients who
e proved when treated with DHEA.
= “Lower serum DHEA may correlate with increased
- severity of psychotic symptoms on standardized

scales (Harris 2001).

® |ncreases in serum DHEA correlated with
reductions in negative psychotic symptoms
(Strous 2003).




ent pSychosis
‘and estrogen leve

SRERpOSPECtVErStudy off 26r active duty military.
PETSOI] eI RIgher serun DHEA levels correlated with
IEVWEIFSY mptoms off dissociation and overall improved

PEIfeImance during periods of extreme stress (Morgan
70(/_5

=RVVemen diagnosed with schizophrenia or other chronic
-peychotlc syndromes frequently have abnormal low

‘serum estradiol levels, and it has been suggested that
= Women may be more susceptible to developing a
psychotic syndrome when estrogen levels are low,
Including the premenstrual, post-partum periods, and
following discontinuation of oral contraceptives (Huber
2001).
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riizicls challenge test =

SEIIING EVIENCE SUGYESLS  that the Tlusning response
LENIIECTN(and associated elevation in skin temperature)
[SRaueRlated 1n schizephrenia and other chronic
ISY/CHONE Syndromes.

SNIETMEChanism ofi action probably involves
gysregulation of phospholipid-dependent signal

== tr@nsduction and increased phospholipase A2 activity
;ﬁ(Wlessamore 2003; Tavares 2003).

— e Approximately 80% of schizophrenics do not flush when

- challenged with niacin compared to healthy controls. In
one series, 43% of schizophrenics experienced abnormal
low: vasodilation In response to a 200mg challenge dose
of niacin, compared to only 6% of individuals diagnosed
with Bipolar disorder.



= de | ermlnlng normative responses to a niacin
— *Ghaﬂenge IN male versus female schizophrenics.

' Continued refinement of the niacin challenge

~ test may eventually provide a specific and
sensitive clinical method for differentiating
schizophrenia from other severe psychiatric
syndromes (Hudson 1997; Puri 2002).
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6 e A PreVErartSEtiraeUnCi torconVentione

SSIMENT MEtheds When the Underlying causes of

PLICISympteoms are not clearly established, or when
Jno patient fails to respond to conventional

.eased alpha power In the frontal lobes Is a typical
indingin chronically psychotic schizophrenic patients
3 erexnibit positive symptoms (Merrin 1992) and

== _f‘ficonventlonal antipsychotic medications are known to
~Increase alpha power (Galderisi 1994).

. Conversely, negative psychotic symptoms are more often
assoclated with changes in slow wave (delta) activity in
the temporal lobes (Gattaz 1992).



Assessment: psychosis o
PEEE brain mapping :

S GIWEVES ESEarC TNAINGS are Inconsistent suggesting
UERUERE are e  simple correlations between EEG
sHelfgEStanaipsychosis (Lifshitz 1974).

INENENGE of findings suggests wide variation in the
Elrephysiological correlates of disparate psychotic
Syimptem: patterns (John 1994).

SRS model is consistent with differential response rates

= {0 conventional antipsychotic drugs in psychotic patients
~ = exhibiting different QEEG findings (Czobor 1991, 1993).

* Differences in inter-hemispheric EEG coherence may
prove useful in differentiating depressed or Bipolar
patients who are psychotic from patients who are
schizophrenic (Pockberger 1989).
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Lissl hosphohpa@.AZ

gigRSErtim phospholipase A2 levels may be
gigElated withrincreased risk of developing
'r [ZOpPEnIa o other severe psychiatric

SREreliminany evidence suggests that serum levels of

sl sophllpase A2 are abnormally high in patients
= diagnesed with schizophrenia. In normal individuals this
...-:-.=.-' ‘e‘_ﬂzyme IS Involved in the turn-over of phospholipids in
= nerve cell membranes.

» schizophrenia and other severe psychiatric syndromes
may be caused by abnormal high levels of this enzyme
Inithe brain, resulting in a general deficiency of
phosophllplds In nerve cell membranes, and associated
abno;malltles in neurotransmission Horrobin 1996;
1998



ASSESSIENt: psychosst

SEYINAFIE VA Iev@l”'

SAHEIERAI RGN Serumrhemoevanillic acid (HVA)
BVElsimay correspond te lower effective doses of
ISP OERERation antipsychotics

SEIEeaument serum homovanillic acid (HVA) levels may.
predict iesponse to certain conventional antipsychotic
Smedications in the treatment of acutely manic or

,._—-.a-fp?sychotlc Inpatients.

-_-*0 ‘Abnormal high serum HVA levels may reflect an
ncreased turnover rate of brain dopamine, and
correspond to lower effective doses of dopamine
blecking antipsychotics in the management of psychotic
symptoms.




Assessment: psychosis o

SEftim HVA level™

IgHErSerim VA Ievels predicted an improved
IESPOISEIate 1o/ Iower doses of first generation
Ennipsychotics including haloperidol (eg,

SIMg/aay).

SMrcontrast, lower pre-treatment HVA levels

S Gorrelatea with a need for higher dosing

;.__;_t-;'srtrategles of typical antipsychotics (eg, up to
= 25mg/day) (Chou 2000).

e |t'is unclear whether these findings generalize to
treatment strategies using atypical
antipsychotics or other conventional
medications.
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N GRECERVEntional and integrative treatments
IeyAlimpreve outcomes, enhance compliance,
[EElCE daVerse: effects, and Improve cost-
errec- IVEness

merging treatments include Omega-3 EFAs,

v — O

——

= DHEA, 5-HTP, glycine, acetyl-L-carnitine, L-
~ theanine, EEG biofeedback, spiritually oriented
support groups, acupuncture, VR exposure
therapy, high density negative ions, gigong and
others
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Opf) ec =3 fatty aﬂﬁls

OEga-3S Eatly acids are an efifective
gEjiictive treatment When combined with
sonveRtieonallantidepressants

SRRESEarch findings suggest that several
MECHaNISMS of action may underlie the putative
= antidepressant effects of Omega-3 fatty acids,
—  JAcluding increased CNS serotonin activity
~ (Hibbeln 1998), anti-inflammatory effects
~ (Calder 1997), suppression of phosphatidyl-
Inesitol second messenger activity (Kinsella
1990), and possibly increased heart rate
vanability (Villa 2002).




Slippress release of many pro-inflammatory
S Gyiekines by immune cells, possibly causing

— beneficial changes in the brain that manifest as
- improved mood (Maes 1998).
® |ncreased production of pro-inflammatory

cytokines takes place in the initial or “acute
phase” of severe depressed mood (Maes 1996).
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S20ENSmall deunie-hlina study nas

Welliated the efficacy of DHA alone as a

Weatment ofi severe depressed mood

s=(lViarangell 2003). Patients treated with

f' : *:-“E A 2g/day or placebo improved at the
“same rate.

Treziipmls t depressmn -
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OIEga-3 fatty acids :

SEesshiall deunie-bliind controlied studies nave
Vellaied Omega-3s i combination with conventional
uEdepressant medications (Peet 2001; Nemets 2002;
L Z00S))

SN We stuidies EPA (1g/day or 2g/day) was added to the
—— Fgomg conventional treatment. In the third study

____.E—-patlents were treated with a mixture off EPA and DHA
— (9.6g/day) in addition to their conventional medication.

~® | all three studies treatment response was significantly
greater in the combined Omega-3/antidepressant groups
compared to groups treated with antidepressants only.
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OIIEYa-3 fatty acids =

SESOIENIELIENTSWNG ad previously been
ElieClonR) 1o conventional antidepressants
IfpReVEd significantly when Omega-3s were
rlrlr} @10 thelr conventional treatments.
== ients in the combined Omega-

-3, antldepressant groups reported significant
— |r_n.provements In Insomnia, and reduced feelings

~ OfF guilt and worthlessness.

® Severe side effects were not reported in the
combined treatment groups or the conventional
treatment groups.
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a—:-"‘iﬁcreased brain levels of mood-elevating endorphins,
dopamlne norepinephrine and serotonin following
sustained exercise have been proposed as possible
antidepressant mechanisms.

® Regular exercise enhances self-sufficiency and ensures
positive social interactions with other people.
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Ieaiment: depressjion‘_‘.i'b-,ﬁ.-
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[HICUIT e separate heneficial efifects ofi
1SE (e ether life style factors, and It Is
oJ- Lat exercise contributes to overall

Qd elevating effects.

:he eptimum duration or freguency of exercise
) |r_1 depressed mood has not yet been determined
~ but probably varies with age and conditioning.

® Both aerobic exercise and non-aerobic
strengthening exercises are equally efficacious.
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EREINCISE —_—

[SENIS proekakly comparanle to mdividual
Ve therapy and greup therapy: for
2550 mooed (Tkachuk 1999).

e ierapeutic benefits of regular exercise are
alse) comparable to validated non-conventional
eatments of depressed mood including St.

— John's Wort (Ernst 1998).

® Running 45 minutes twice each week, regular
relaxation, meditation or group psychotherapy
probably have equivalent antidepressant effects
(Int J Ment Health, 1986, 13:148-177).
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SDEIIESSEM PAlIENTS WA eXercise in a drightly it
(2500 Le) 40001 uX) Indoer environment
SXPENERCE more significant Improvements in
Mood and greater teelings of vitality compared
Eierdepressed individuals who exercise indoors in
rmary reom light (400 to 600 lux) (Partonen
== 1998)

® Depressed women patients who combined
exercise with bright light exposure while taking a
daily vitamin regimen reported significant
Improvements in mood (Brown 2001).
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EREINCISE —_—

SRR IGRWEek Stlidy one Rundred fifty six
dEPIessedl patients over the age of 50 were
[egEeMIZEd 10 aerebic exercise three times a
WEEKS Imedications (sertraline (Zoloft™) up to
B200ma)), or exercise and medications

= (Blumenthal 1999).

~e All'groups had improved significantly by the end
~ Of the study, and there were no significant
differences In response rates using standardized
symptom rating scales assessing mood, self-
esteem, negative thoughts, etc.
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SREEWENLS takINg sertraline enly Improved faster
IpIEelyAtiaan the other two groups, but patients
Hpexercised only had a lower 6-month relapse
feria ?

=S5 00% of patients who exercised only experienced
,_ﬁ—feemplete remission, versus 65%o of patients
- taking| Sertraline and 69% of patients who
~ exercised and took a conventional
antidepressant.

e Differences In these outcomes are not
significant.
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ERES FIchin B Vitamins are beneficial in
re’sr*b mood
afvational trials show consistent

€ onshlps petween good nutrition anad
) e [OVed mood.

e Reducmg or eliminating consumption of refined

~ sugar and caffeine significantly improves mood
In some depressed patients, but research
findings are inconsistent (Christensen 1991).
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clizizl -modlflcaﬁ@r:l--

EREESTHCH I B=Vitamins, especially folate,
Bylidexine (B-6), and methyl-cobalamin (B-12)
zierespecially heneficial. These vitamins work as
SZyime co-factors, and facilitate the production
=0l endegenous neurotransmitters including
rférotonln, dopamine and nor-epinephrine,

- Whose deficiencies are hypothesized to be

assoclated with depressed mood.

® Foods rich in B-vitamins include whole grains
and dark green leafy vegetables.
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JIBtan/ modification.

SpIEESHIIgIIRr Omega- Sriiatty acids are assoclated
@

WilgplGYWeEr prevalence rates of depression

EOEENIIEIErENCES Influencing fatty acid consumption may.
pEerdiiectly’ related to different rates of depressed mood
WHERNReUStHalized countries are compared to more

== fraditional cultures.

ﬁidemiological surveys have demonstrated an inverse
- conrelation between risk of depressed mood and fish ol

consumption. Countries where fish Is an important part
of the average diet are characterized by significantly
lower rates of depressed mood and suicidality (Hibbeln,
1998; Tanskanen 2001; Silvers 2002).
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\Jegat‘v- Indings firom recent studies continue to
plesSEURerthe relationship between a high-fish diet
RENIerisk off depressed mood.

SZANMENNWIth nistories of cardiovascular disease and
rlrlg_{ﬁl 2 WEre randomlzed to a diet high In fatty fish (or
rr grell stipplements) or “no fish advice” over a six month
== eﬂed (Ness 2003).

— u-‘A_f“the end of the study period there were no significant
group differences in new cases of anxious or depressed
= moed, and In fact more patients in the high-fish group
reported depressed mood or anxiety.

® Principle seurces of omega-3s include Salmon, Halibut,
other deep sea fish, and flaxseed oill.
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ONFUBING rESearch: depression
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OINEGE-SHatty aclids may accelerate
ESPONSE Lo conventional antidepressants

SARNCEAIN-sponsered double-blind controlled trial
willfevaltiate a possible synergistic anti-
Suepressant role of the Omega-3 fatty acid EPA
=hen combined with a conventional

| _a_ntldepressant

= All patients will take a conventional
antidepressant (Citalopram), half will take EPA
while halff will take a placebo
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drexy/irypteophan (5-HIP) in'combination
conventional antidepressants Is probably an
pIVertreatment 1n some cases of refractory
@;- moed

j_ ~and L-tryoptophan are amino acid precursors of
eenin. Both have been evaluated for their
== 'J‘-;-;.- depressant efficacy.

= S 5.1[P is generally preferred over L-tryptophan because
~ |t crosses the blood-brain barrier at a higher rate, Is
- converted converted into serotonin more eff|C|entIy than
L#ryptophan, and has a more marked antidepressant
effect.

® 5-HTP begins to have an antidepressant effect at doses
petween 100mg and 300mg/day.

U‘l

qsu
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SV EYENaRFLS controlled studies have demonstrated
sOISISIER POSItiVE effects of 5-HTP In moaderate
Jepressedimood (Birdsalll 1998). However, most studies
SINSEIRNIR IR depressed mood are small and study design
proIems preclude definitive conclusions at present.

S SATCechrane review ofi 5-HTP and L-tryptophan in

, Epressed mood Identified 108 studies but analysis of

= "fln_dlngs was limited to only two studies involving 64

~ patients that met strict inclusion criteria (Shaw 2004).
On the basis of those limited findings the Cochrane
reviewers concluded that 5-HTP is probably more
effective than placebo in depressed mood.




SAEERIESSEd patients randemized to
ibvexenmine 150mg or 5-HITP 300mg
experk similar improvements In mood

_IS combined with Carbidopa, trlcycllc

~ antidepressants, MAOIs or SSRIs (van Hiele
1980; Nardini 1983; van Praag 1984; Sargent et
al. 1998; Kline & Sacks 1980; Mendlewicz &

Youdim, 1980).
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SNIREReREN sty almest haliFolr 100 patients Wiho had
EENNElactory to conventional antidepressants
(55001 20 10 S-H TP (Up to 600mg/day) in combination
WiblircaIidepa 150mg/day over a period of weeks to
rrun S (Vani Hiele 1980).

SREIEIngs firom| another open trial suggest that 5S-HTP
== —"e Omg/diisi more effective against Bipolar depression
j"'ﬂ:ran Unipolar depressed mood (Fujiwara 1974).

“© Rapid clinical Iimprovement in depressed mood has been
= reported in patients treated by intravenous 5-HTP 25 to
50mg who are already taking oral MAOIs (Kline and

Sacks 1980).

e 5-HTP Is moderately sedating, and doses greater than
100mg are typically taken at bedtime.
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ACELYIF-carniting™

EOIEL=CarmItine IS probably heneticial when
er.\- ECCUrS With cognitive impairment

J =carmitine (ALC) has been studied in placebo-
20 double-blind trials in severely depressed
La S, elderly depressed patients, and depressed
rle ented patients (Garzya 1990; Bella 1990).

E=3 LC has general neuroprotective effects, and mediates
= lmproved mood and possibly also reduction in the

- severity of cognitive impairments in normal aging,
‘dementia or traumatic brain injury by enhancing
mitochondrial energy production and partially
compensating for deficits in CNS cholinergic activity.



Trazitnslelpli depress'ion'_(ii-__g....

ACELyI-LL.-carnitiner

SNV ESIRStUdIES conducted tor date have evaluated
AEERnFEIderly depressed patients, and have
demenstrated a consistent antidepressant effect

giueiraleut one month of treatment (Pettegrew
/OF@)

s—=lhra twoe month placebo controlled study

“ﬁemented depressed patients treated with ALC

~  3g/day in divided doses experienced significantly

~ greater improvements in mood and global
functioning compared to patients taking a
placebo (Bella 1990).
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ACELyI-LL.-carnitiner :

SNIRcNE eUpIE=RIINd placehe controlied study,
ZINESE ali el elderly severely depressed
BEERLSH(N=28) treated with ALC 500mg QID
SxpeErenced full remission, and previously
elevated serum cortisol levels normalized
=(Gecele 1991).

~*|n a small double-blind cross-over study

~ hospitalized elderly depressed patients ALC had
superior antidepressant efficacy compared to
placebo, but comorbid anxiety symptoms did not
Improve (Tempesta 1987).



> Digiyel eepiandosterone (DHEA) may be an
Q'rrf stive monotherapy of moderate

_' _- The putatlve antidepressant mechanism of DHEA
remains unclear, but may involve androgen
receptors, estrogen receptors, or well defined
neurotransmitter systems including serotonin,
GABA, NMDA and norepinephrine.
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lysieieaicalreplacement deses o DHEA(1e; S0 to SOmg/day, a
JESENENGE coresponding ter DHEA serum; levels that are nermal in
PEGPIENOUNGEN than age 40) probably improve meod in middle-
gerl BIfelaerly depressed patients (Waolkowitz et al. 1997).

lRersialifGrweek study (N=22) DHEA administered in an escalating

OSEN 30ma/day for two weeks followed by 30mg twice a day for

ueweeks and 30mg three times daily for two weeks) resulted in

S significant ;mprovements In mood compared to placebo (Wolkowitz
1999

J:Z_-‘-T:"'gi, Al

= * Two thirds of patients in both groups continued on their

- conventional antidepressants, however 3 patients in the DHEA
group and 4 patients in the placebo group did not take medications
during the study.

®  Depressed mood scores in half of patients in the DHEA group
improved by 50% or more using standardized rating scales.



| omized
e ra;cebo controlled controlled, cross-over
= study (N=46) moderately de oressed
~ adults were randomized to DHEA
90mg/day for three weeks followed by
DHEA 450mg/day (150mg TID) for three
weeks versus placebo (Schmidt 2005).
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SN GHENGIFENE PaliEnts) USsed conventionall antidepressants
sOREUIFERtN With DHEA.

ANS0Y6 01 greater reduction in depressive symptoms was
SIISEIVED | the majority of patients in the DHEA group,
WhIch also reported improvements in baseline sexual
silncuoning.

"'§rgn|f|cantly, most patients who responded to DHEA
~ remainediasymptomatic at 12 months follow-up.

' Further research is needed to replicate these findings,
evaluate DHEA for severe depressed mood, and clarify
the mechanism for a synergistic or independent
antidepressant effect off DHEA.

— =
S |




: echanlsm of action of yogic breathing might be
SSimilar to vagal nerve stimulation (VNS) in that both
;a;pproaches Invelve modulation of the balance of
E:"" = parasympathetic and sympathetic autonomic tone.

- S Yogic breathing achieves desirable changes through a
variety of specific breathing exercises that differentially
affect the brain stem and limbic system while VNS relies
on a weak electrical current to achieve desirable changes
In brain autenomic activity that mediate improved mood
or reduced anxiety.




cameEnENdEepression
gidlsRdensity negative |ons___4-"‘-'" e

- r{ng ar exposure to hlgh density negative 1ens IS
SERENCIINNSEASONAINEEPKESSECNNOOEN -

RESEARChNindings from: double=blind controlled trials
SUIGUESE that regular daily’ exposure to high-density
EGalVENONS IS anl effective treatment of depressed
MEBENVHER there IS a seasonal pattern of occurrence,
ZeNpekably has comparable efficacy to bright light
EXpesure for this condition.

SR 05 depressed patients with seasonal depressed mood

__,,.. = \Were randomized to high-density negative ions (2.7 X
-10(6) 1ons/cm3) versus low-density negative ions (1 X
10(4) iens/cm3) using in-home ion generators 30
minutes daily for three weeks (Terman 1995).

* 58% of patients exposed to high-density negative ions
experienced significant improvements in mood on
standardized rating scales compared to 15% of patients
exposed to low-density negative ions.
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geipuncture
\/rujug'“'o erclinice HCacy o
gelijgunRcture In depressed MO0d POSES
mrm/ fiethodoloegical problems
(VecRhersen 2004 ):
Seterogeneity in the severity and comorbidity of
Smentaly emotional or physical symptom patterns

&= concurrent uses of other conventional or non-

"""'-_r _' conventional treatments in patlents recelvmg
-~ - acupuncture

— different Chinese medical diagnoses

— the use of different acupuncture treatment protocols
depending on the energetic formulation).

i
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LipleEL); RcCIUCdMmMeelecCtro=
r L] cture and computer-controlled
rrr aclpuncture) Is probably beneficial
NneEerate and severe depressed mood

e)nji Olled studies and case reports suggest that
slipunRcture has beneficial effects on depressed
. :@()d Including conventional needle
acu ouncture electro-acupuncture (Hechun
. 1990), and Computer—controlled electro-
acupuncture (CCEA) (Hechun 1993).
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Jreeieng
|C: Cture ':"—"

¥ o

e/ JERNCE ase e acuplurRcture treatments of
sSed mood! has been extensively reviewed (Flaws
ke 20005 Schnyer 2001).

IgSi el a double-blind sham-controlled study suggest
Jaf traditional acupuncture (ie, in the absence of

s electrcall current) 1s an effective treatment of severely
,_:,—GEEpressed outpatients (Allen 1998).

's. By the end of the 8-week study 68% of 33 female
outpatients being treated with an acupuncture protocol
directed at depressed mood had achieved full remission.
Interestingly, depressed women patients who were not
receiving any treatment in the “wait-list” group showed
equivalent improvement in mood.

- Tl P’

D (.
Iﬁ— 19
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ncture

clC

IReNlargersix Wweek multi-center stuay 241

Ie' JIESSEdl Inpatients were randemized to receive
2GleEaAclpuUncture plus placebo or electro-
clpuncture plus amitriptyline (Luo 1998).

= __.J.- =)o ih groups experienced equivalent
provement In depressed mood. Factor analysis
.usmg the Hamilton Rating Scale for Depression
~ (HRSD) showed that electro-acupuncture was
superior to amitriptyline when there was co-

morbid anxiety.
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e =

PIeHEYeINg INCCAVI=spensored stidy IS DEINg conducted
i 'furth examine the reported efficacy ofi acupuncture
ZSreEaument ol depressed mood.

|JO gaiENts diagnosed with major depressive disorder
WiliNsErrandomized to acupuncture or a wait-list.

— Pa 4ents ieceiving acupuncture will receive individualized
&= ieatment based on energetic Imbalances from the
-._.:,-"“*-c- perspective of Chinese medical diagnosis.

- e Pest-treatment follow-up will last 18 months during
which the investigators will study relationships between
peneficial energetic changes associated with
acupuncture and clinical measures of improved mood
used In conventional biomedicine.
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NgliEdensity negative ions;

SHiENEndemIzed controlled tral 158 patients
WiligpsEasenal depressed moeod Wwere randomly
ZSSIONED tor bright light exposure (10,000 lux) at
diifErent times of day versus high-density or
SpIVEdensity negative ions for two weeks
dierman 1998).

‘--°"Pat|ents exposed to high-density negative ions
~ 0or bright light experienced significant and
eguivalent improvements in mood. There was a
differential beneficial effect of morning versus
evening bright light exposure.



rragun- depressmn .-r"-"'"*""'

Yor | -

SN ENGPICIOIEAthING tECANIGUES, thE regulal practice of

ValelIS Y ogal postures (asanas) probably results in

PERETICIal Cliang@ges In the autonomic nerveus system

Estivnaiaiimproved cardiorespiratory perfermance and

Ereased fieelings ofi psychological well-being (Harinath

20020,

== \any styles of Yoga are probably beneficial in depressed

.E:—c-ﬂ‘ﬁbod A particular style of yogic breathing called

| sudarshan Kriya (SK) yoga has been extensively

- evaluated as a potential treatment of depressed mood

and ether mental or emotional symptoms (Shannahoff-
Khalsa 1999).

® Moderately depressed patients improved significantly by
the end of a 5-week yoga class (Woolery 2004).
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BylEewerPlus M a unrgue nutrient fermula, 1s
PlEIsERlN/ 2l effiective adjunctive or stand-alone
ESmERT off both depressive and manic
SyIpPLems In Bipolar disorder
SRileNindings of two case series suggest that
—EPewerPlus ™, a nutrient formula containing 36
Hﬂparate constltuents iIncluding chelated minerals,
~ vitamins, and trace elements may significantly reduce
=~ symptoms of mania, depressed mood and psychosis in
Bipolar patients when taken together with conventional
mooed stabilizing medications (Popper 2001; Kaplan
2001).




L eatments mania .
PlusM jﬁ.—i—

patients;are. genetically predisposed to develop
ENICREINGE ERIESSIVENTIDEENSYIMpLeRIS Ielated tordiiferent

PIEQISPOSE SOME Individuals to become symptomatic
eI Certain micronutrients are deficient in the diet

PREINEINGS ter date suggest that EMPowerPlus™ is probably
S peEneficial alone or in combination with conventional
—  moeod stabilizers.
— e Patients in the first series took 32 capsules of
-~ EMPowerPlus™ daily in four divided doses. 11 patients
Who completed the 6-month protocol were able to
reduce their conventional mood stabilizing medications
by half while improving clinically according to

standardized symptom rating scales.




-

s WECAUSE of gastrointestinal side effects including nausea
,-aﬁd diarrhea. Three other patients resumed conventional
= mood stabilizers because of recurring manic symptoms

- while taking EMPowerPlus ™.

e 11 of the 19 patients in the case series who elected to
discontinue conventional mood stabilizers while
continuing EMPowerPlus™ have remained stable for
more than one year.
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INIeNchdomizedislacehpEcontiolledidouble=hlinaistudies:
ENOIIE JOIRG at thisTtime,; erRe inrCanada and one In' the
UESRBIpolarpatients enrolled in those studies will initially

el 'm 9 apsules tiiree times a day, and further reduce

irlg e s’é 10/ @ maintenance regimen ofi 3 capsules three

'er_cs a @day after two months on the initial protocol.

SOnEgoeing| trials will identity specific nutrients in the
= somplex ENMPowerPlus ™ formula that have the most
== Beneficial effects in Bipolar patients in order to simplify
~flture treatment regimens and reduce adverse effects.

% |ore studies are needed to clarify whether a
micronutrient formula alone Is sufficient to stabilize
Bipoelar patients, and to determine possibly differing
micrenutrient treatments that address different symptom
severities.
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=VEEWErRl s safety [Ssues ___fr?"‘ e

Jjgmr ant mlcronutrlenT-medlcatlon Interactions have
SEENNEPoEdInIpatiIENLS ek ng EVIPowerPlusiawith
erven'G AINMeodrStaniizey Popper 200

IterEcions With micronutrents reportedly potentiate
MERETIECTS 0ff Mood stabilizers and necessitate gradual
EUCHoNSIN doses as the nutrient formula s started.

SRESEANCHENS caution clinicians who are considering
yecommending EMPowerPlus™ to proceed gradually
== While carefully monitoring for adverse effects when
_..—-,-_-_-;"‘ itransmonlng Bipolar patients to the micronutrient
formula in order to minimize the risk of toxicity.

s [ owering the doses of conventional mood stabilizing
medications too rapidly after starting a patient on
EMPowerPlus™ (or another nutrient formula) entails the
risk of wersening symptoms, while maintaining
conventional medications at their usual doses may result
In significant toxicity.
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ianched-chain*amino acids

SANSeRCHEC=chal amine acid drink resulting 1n
gelitedepletion off tyrosine and phenylalanine
ieyAreduce symptoms of acute mania

@lalradministration of certain branch-chain amino acids

el rapidly Improve acute manic symptoms by

RLErfenngiwithithe synthesis of the catecholamine

-Heurotransmltters norepinephrine and dopamine (Barrett
2004).

” ]
= -
=

-lr

,.__.:f
..--“—

® A mixture ofi bioavailable amino acids excluding tyrosine
and phenylalanine (the precursor of tyrosine) Is believed
to reduce brain dopamine in Bipolar patients, resulting in
diminished manic symptoms and improved overall
cognitive functioning (Gijsman 2002).
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IEaLmEnt: mania A
orefles d charﬁ%“-mmo acids

SERAadUITIRpatents didgnesed With mania Were
EREENIZEN 10 recelve the tyrosine-free mixture or
PIECEWENOUIF eUrS before methamphetamine (Which
stlintiates;dopamine release) (McTavish 2001).

- J]r ficant Improvements in objective and subjective
]‘c‘“ators off mania were noted in patients taking the
Hﬁyrosme -firee mixture of amino acids.

-_-*0 ‘The researchers speculated that restricting tyrosine in
manic patients would result in diminished brain
dopamine and attenuation of non-stimulant-induced
manic symptoms.
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|ne gamma-etl lamine-L-glutamic acid)
."' \'r.'vrr.'. ~ . C.”..Gcr,r.'r ; G c\vs's
and does Not cause drowsIiness

1eal IS Used as a restorative In traditional Chinese
frlee lJ m- anal contains many bioactive constituents
REibidingthe amine acid L-theanine.

i :ecent years L-theanine has been extracted from
==Gyeen tea, and is now widely used to treat anxiety

f_ﬁ....zymptoms and depressed mood In China, Japan and
‘other Asian countries.

: . The calming effects of L-theanine are believed to
compensate for the stimulating effects of caffeine In
Green tea (Kakuda 2000).

® The anti-anxiety effect of L-theanine Is achieved through
enhanced alpha brain wave activity and increased
synthesis of GABA (Juneja 1999; Kakuda 2000).

SN
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GABA, In| tunm, mcreases praintlevels el depamine and
asulReNRrgEnEaiNeelings ol calim and Well-

S0 2000)

SHREBRAIIN electrlcal activity: measured by EEG are dose-

L, and are similar to beneficial EEG changes observed in

lr y Including| increased alpha waves in the occipital and
glons (Ite 1998).

ga rﬁlng efifect 1s usually noted within 30 to 40 minutes after L-
eaine s taken at a dose of 50 to 200mg, and typically lasts 8 to
X - QUIS.

"Mﬂderate anxiety symptoms often improve with a regimen of 200mg
= once or twice daily. More severe anxiety symptoms may require

~ doses up to 600mg to 800mg daily taken in increments of 100mg to
=~ 200mg spaced over the day.

® Unlike benzodiazepines and other conventional anti-anxiety
treatments, L-theanine does not result in increased drowsiness,
slowed reflexes or impaired concentration. There is no risk of
developing tolerance or dependence, and there have been no
reports of serious adverse side effects or interactions with other
natural preducts or synthetic drugs.

-
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ViRRgraded exposureitherapy.

SVERIEEINS an Effective treatment off many anxiety

Sympeny pattems inceluding specific phobias,

JEnEralized anxiety, panic disorder with

ag_g‘. (Vincelli 2000) and post-traumatic
Bsiress disorder (Riva 2001).

e
——

-ﬂ-a controlled study VRGET and conventional

~ fcognltlve -pehavioral therapy were egually

~ effective in the treatment of panic disorder with
agoraphobia, however patients who underwent
VRGET required 33% fewer sessions (Vincelli
2003).

— i

=



Iveatment: anxiety o

VREEXPOSUre therapy =

SOCSENEPOItS and controlled studies have
demonstrated the effectiveness of VRGET in
ey SPECIfic phohbias including fear of flying
(Rc hbaumi 2000; Wiederhold 2002), fear of
—EIglts;, fear of small animals , fear of driving,
.fﬁ—*aﬂd ethers (Rothbaum 1999; Glantz 1996).

_' %' | one controlled study 65% of anxious adults
(N=45) diagnosed with a specific anxiety
disorder according to DSM-IV criteria reported
significant reductions in 4 of 5 anxiety measures
(Maltby 2002).




lieatiment: anxiety o

VERSEX[I0sUre therapy B

SVREET IS as efifective as conventionall exposure
tENEPYATor fear of flying, and Is more cost-
SliectVe hecause both patient and therapist
ZVeIaisignificant time commitments and the

1 eo 10 Use airplanes (Rothbaum 1999;
—Rothbaum 2000).

I—-l'...

—= — S na pilot study Individuals who overcame fear of
~ flying using VRGET combined with biofeedback

~ (Including respirations, GSR and heart rate)

were able to fly without the use of conventional

medications or alcohol 3 months after treatment

ended (Wiederhold 2002).
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xposure therapy. =

SNREEINIS alsoreneticial for

iiglimatizedl patients wWho have been

fiEGRosed with PTSD. A virtual

gnvirenment that simulates the

= devastation that took place following

—  the September 11, 2001 attacks of
~ the World Trade Towers has been

- successfully used to treat individuals

Wwho suffered from severe PTSD

following the attacks (Difede 2002).
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IEELmENt: anxiety _j .
ViREEXDOSUre theraw_.safety ISSUES

EEVVEIR AN 4906 Off IndIVidUalS  eXpPeEREnce transient
SYmpLems ol diserientation, nausea, dizziness, neadache
zig 'oJIJr"r- Visien When in a virtual environment.

SSimulater sleepiness™ Is a feeling of generalized fatigue
GBI cCurs Infreguently. Intense sensory stimulation
s=duiing VRGET can trigger migraine headaches, seizures,
f-galt abnormalities in individuals who have these
""’-"‘:4 "rgedlcal problems.
~ ® \/RGET is therefore contra-indicated in these
populations. Anxious patients who are actively abusing
alcohol or narcotics should not use VRGET.
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VREEXPOSUIE ﬂﬁ%py—saf"ty

RIS WO have: disorders of the
puilar system should be advised to not
Y, GET

IET?
i

— environment can exacerbate delusions and
potentially worsen reality-testing
(Wiederhold 2005).



Iveatment: anxiety o

st=Ehiofeedback

SyleRESRand EEG bioleedbhack training reduces
Synetemis off generalized anxiety,

Biplecdback has non-specific beneficial effects on many
Zipenssymptoms. EMG, thermal and EEG biefeedback
iRIAING are efficacious treatments of generalized anxiety
(@SUHEey 1992; Wenck 1996; Vanathy 1998).

S eEBiofeedback is probably equivalent to relaxation
E:#—lﬁéchniques (Scandrett 1986; Roome 1985) for the

—  management of generalized anxiety in both adults and
~  children.

e Chronically anxious patients trained in EEG or EMG
biefeedback achieve symptom reduction similar to those
taking conventional anti-anxiety medications (Rice 1993;
Sarkar 1999).




ES dual Benefits of EEG biofeedback for anxious
pcl [ents iave not been clearly established. One study
o uated twoe EEG biofeedback machines on patients
-ﬁamplamlng of anxiety and “burnout” in an addiction
-~ trieatment center (Ossebaard 2000).

=" Although patients experienced immediate reductions in
state anxiety during biofeedback training, long-term
effects on “burnout” were not maintained following
discontinuation of treatment.
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oSillENMaY/ I9E as Effective as conventional medications for
JeRERalizZEd anxiety

| _rr/orogﬁa andl s=HiP are widely tused non-conventional
WEAUNENntS eff generalized anxiety, but to date few: rigorously.
sendUctedrstudies have examined their efficacy.

Bothaminoe acids are essential precursors for serotonin synthesis, a
Selro ransmitter that has a central role in the regulation of mood
e anmety

*!‘FFTere ISt more extensive research literature on 5-HTP for anxiety
"’:" -compared to L-tryptophan.

“In"a double-blind study, 58% of generally anxious patients (N=79)
randomized to L-tryptophan 3g/day reported significantly greater
reductions in baseline anxiety compared to placebo (Zang 1991).

* Animal studies and human clinical trials provide evidence that 5-HTP
has consistent anti-anxiety effects (Soderpalm 1990; Kahn et al.
1987).
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H‘ ay/ Inhioit pamc attacksiinducedt by
s EIeXICEN(SCHIUENSIZ000). PatiEnt:
rariclagiZeelie S s IR carbidoba (a drug
WIZININNIBILS the enzyme that breaks down 5-
Ilrr) RNE PEripheral’ blood supply, thus
lCreasing the amount of 5-HTP' that crosses the
olao =brain’ barrier) reported significant
eductions In anxiety that were comparable to
—— f—lomlpramme a conventional anti-anxiety
= medication.

~ e Patients taking a placebo did not improve (Kahn
1987). 5-HTP may be safely combined with
conventional anti-anxiety drugs with monitoring
for adverse effects related to excessive brain
serotonin, including insomnia, agitation and
Nervousness.
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SRINIENISK off adverse Effiects ISt minimized When: 5-

rlr [SESTAEe UG ESESIeIRZeImu/dayiane
ojrelel izl increased over several Weeks to a daily
regingley that Isiwell tolerated and produces
oemer anti-anxiety effects.

FosIS0mg 1o 100mg three times a day Is well
iele Srated without excessive daytime sedation,
e = 2nd! s effective approach for many chronlcally
= Anxious patients when used alone or in
‘combination with SSRIs or other conventional
anti-anxiety drugs.

® Gradually titrating a bedtime dose of 5-HTP to
200 to 400mg often reduces daytime anxiety
and iImproves the quality of sleep in chronically
anxious patients who complain of insomnia.

e ey
-
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clC eture

e =

Urerand electro-acupuncture pronably.
symptoms o generalized anxiety

\GL|O) lmr and acupressure are widely used to treat

JAJr* V. Extensive case reports from the Chinese medical

Tieratire suggest that different acupuncture protocols

==cre beneticial in the management of anxiety symptom

____.E-a-pattern that resemble generalized anxiety and panic
“attacks (Flaws and Lake 2001).

- Only a few small prospective controlled studies support
the use of these traditional energy therapies, and most
studies on the anxiety-reducing effects of acupuncture
examine the general benefits of acupuncture on several
mental and emotional symptoms, including anxiety.

fe C
|
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aeipuncture

SANElEuVE review! off contrelled stuaies,
SUICEIMES) studies and published case
[EPeRSTon acupuncture as a treatment of
XLy and depressed mood was recently
_-—-— pUblished by the British Acupuncture
= Council. (British Acupuncture Council

— 2002). Sham-controlled studies yielded
| consistent improvements in anxiety using
Both regular acupuncture and electro-
acupuncture.
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REGUIAFREIKI treatments may reduce symptoms
PiRciELy associated wWith chronic pain or
JEPIRESSED IMood

IENTNEINGS of two studies suggest that regular Reiki
Eatments reduce the severity of anxiety symptoms in
peividuals who are chronically stressed (Heidt 1981;
= Kramer 1990).

_,_

-._.;:-g.-fétlents with mixed anxious depressed mood
— expenenced significant relief following weekly treatments
= With' contact or non-contact Relki (Shore 2004).

® Relki treatments may improve state anxiety in chronic
pain patients. 120 chronically ill patients were
randomized to receive Reiki, sham Reiki, progressive
muscle relaxation and no treatment (Dressen 1998).
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SINereVEMENLS 1nf Stateranxiety (and pain)

IINEEIENLS receiving Reiki were

SignIfcantly greater than the other three

Jrc'c 0S.

SSESignificance of findings limited by absence
~ of control for possible differences in the

~ Use of anxiety reducing medications
petween the active treatment groups and
the control groups.



ivedic medicine for the treatment of symptom
S paterns that resemble schizophrenia. The formula
= = includesssix herbs including Rauwolfia serpentina from
= Which reserpine was isolated in the early 20th century
= and shown to have significant antipsychotic efficacy.

® Reserpine Is seldom used to treat schizophrenia in
\WWestern countries today because of concerns over
reports of severe depressed mood.



L lreatmentResychosis .
AYIIVEdic herbal formulas
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SN RERVe-month double-hlind placeno controlleal study,
iUEECHIenIcalYAPSyCoLIC PatiERtSIWENE icndomized 1o
Brafninyeeliyacend=Zepighiovimclivielseleclojsgeismvzl i gl 1 e
iZaGNIINeUIFdivided doses, chierpromazine 200~
s0g/aay and placebor (Mahall 1976).

Pa‘tieg' with Brahmyadiyega (but not Valerian)

Zierclerpromazine reported significant and comparable

[PReVEMENnts: In' symptom severity. No significant

———adVerse effiects were reported in the group taking

= = Brahimyadiyoga.

= s JAsubsequent study confirmed the antipsychotic efficacy
= off Brahmyadiyoga (Ramu 1992).

s Preliminary research findings suggest that another
compound herbal formula, Mentat ™, may reduce
negative psychotic symptoms (Das 1989).

e Ayurvedic herbal medicines should be used only under
the supervision ofi a qualified Ayurvedic physician.
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SYANOLOINS

=eigs fitomi case: reports (Puri 2002; Su 2001) suggest

ENOIMEGAa-3S fatty acids Improve psychotic symptoms.
zesinell epen study (Arvindakshan 2003b) chronically.

SYCHOC patients experienced significant clinical

N riprevements when treated with Omega-3s (EPA and

== ==DHA) S00mg and antioxidant vitamins twice daily over a

= four moenth period. Sustained improvements in psychotic

symptems were reported throughout the trial.

s Asmall double-blind study (Peet 1997) demonstrated
sustained improvement in both positive and negative
psychotic symptoms in chronically psychotic patients
treated with Omega-3 fatty acids, with or without
conventional antipsychotic medications.
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IRCiIiore recent anc larger stuady (Peet 2002)
iINISREatMENt-refiractory schizophrenics were
ndomized! to receive 1, 2 or 4g/day of EPA or
PIECENO together with their conventional

G| sychotlc medications.

= =r@nly patients taking Clozapine (but not other
;.__::-c._‘%fﬁtlpsychotlcs) experienced Improvements
~greater than those observed in the group taking
~ EPA. Clinical improvements were observed in all
EPA-treated groups taking Clozapine, but the
group receiving 2g/day benefited most.
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Jifiges -3 fatty aCidE— -

SAIBIHEIRCOUBIE-BIIRA placeno-controllear study revealed
IEREIHERERNCES N rESPONSE between an Omega-3 fatty
ZEURECEsapEntanoic acid (EPA) (sgm/day), and placeho
OVET 8 4 moenth; peried I a group of 87 chronically

o,)yr JGUIC patients taking conventional antipsychotics
soncurmently (Fenton 2001).

5 jaﬁeentrast to earlier studies, patients in the Fenton
E—_;-s.—‘sT udy were treated for residual psychotic symptoms, but

a/a’ nor recelve Omega-3 fatty acids while in the early
= acute phase of illness.

e Significantly, the results of a similar study (Emsley 2002)
using ethyl-EPA instead of EPA concluded that EPA was
an effective augmentation treatment.




e steroid because |t acts as an antagonist to
BAeceptor Complex thus modulating neuronal

-_:,-;— epamlne release In the frontal cortex and enhanced
—  activity of NMDA and sigma receptors (Majewska 1987;
Maurice 2001).

e |n a six-week randomized placebo-controlled study thirty
schizophrenic inpatients treated with DHEA 100mg/day
Infaddition to their regular antipsychotic medications
experienced significant improvements in negative
psychotic symptoms including reduced apathy and social
withdrawal.



- pPSychosis -

. ' - J-*
.hl_

IWERLS taklng DHEA fieport marnked

rQ\/e SN ANC ECRIESSEENTooE " ane amdety

St 32003)

- rhere Were no significant changes in positive
PSYCHOLIC symptoms including auditory
pelliicinations and delusions.

= =iFindings of another small double-blind study
= (N=30) suggest that DHEA augmentation
(100ma/day for six weeks) of conventional
antipsychotic medications, is well tolerated,
significantly reduces negative symptoms, and
may. be especially effective in women (Strous
2005).
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Acleliplefie]\/ellgisN o conventienalantipsychotics
IeyAmpreve negative symptoms

SEIIENCASES Of chrenic psychoesis may be related to
gigneEmaltlow activity of the excitatory neurotransmitter
glitamate or dysregulation of NMDA receptors to which
== glut iamate binds.

"ﬁMDA receptors function best when both glutamate and
glycme pind to them, Increasing their excitatory activity
~ (Ishimaru 1997).

® Provisional evidence Is consistent with the hypothesis
that atypical antipsychotics increase brain glutamate.
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> In one seell ggern serles, (L gzitiaris shyiggael ffog el
IISIFOENERRUONT antiPSyCetIC ter a NEWer atypical agent
WErENeUnd ter have: significantly higher brain glutamate
soneentrations (Goff 2001.).

ciEeased glutamate correlated with significant _
Inprevements in negative psychotic symptoms including
[edticedisocial withdrawal and apathy.

;A;sﬁiall open trial resulted in beneficial effects of glycine
& at doses up to 60g/day (Leiderman 1996).

~ & [ a six week double-blind cross-over study 22
treatment-resistant schizophrenics were randomized to
glycine 0.8g/kg versus placebo in addition to their

conventional antipsychotic medication (Heresco-Levy
1999).
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JIVEINE L

NEGE! FJ\ e syimptoms ana’glekal functioning decreased Dy
ZOMERSOY0 Withl glycine augmentation (Up to 60g/day)

C Jmo,w 10 conventional treatment alone, and glycine
WesfWElltolerated at therapeutic doses.

SROCEENEPONLS suggest that glycine supplementation may
[preve mood and overall cognitive functioning in some
= chronic schizophrenics (Heresco-Levy 1996; Zylberman
,_—-=-*EE994)

'si Glycine has few adverse effects however there are case
~ reports of acute psychosis in some chronically psychotic
patients treated with large doses.

® The clinical use of glycine is complicated by the fact that
It Is Impractical for many chronically psychotic patients to
take large doeses of glycine (or any nutritional
supplement) that can potentially ameliorate their
symptoms.
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ElyCINENmaY Improve negative and positive symptoms when
sompIREd wWith) Clezapine

RIEVIolS resealch has established that high doses of glycine result
RESIORIicaREImprovements in negative psychotic symptoms

(z21009ve)

DECYCIOSErNE may improve negative psychotic symptoms when used

“In cc ,Junctlon with cenventional antipsychotics, but may exacerbate
S psychetic symptoms when used concurrently with Clozapine.

_..l
- ycme and' Clozapine may have a shared mechanism of action
—— '-mvolvmg modulation of the NMDA complex.

“Tihis NCCAM-sponsored study will determine whether there is a
significant synergistic effect when glycine is taken together with
Clozapine.

e Researchers will also evaluate D-cycloserine to determine a possible
worsening effect when used with Clozapine.

—
e——

o



IENtApEsychosis .

J.Ipport group and yo T —

JiGUIONOS W@mur -
| mg IR CRKGRIC SCRIZOPRIERICS

xerelationsnips exist between religious or spiritual
* and practices and psychotlc symptoms

=2 § gll'controlled residual symptoms may benefit from
s social support that comes with involvement in organized
= ’r‘éllglon

~ & Aspiritual erientation can provide encouragement, social
~ support and valuable insights to people who struggle
daily with schizophrenia (Sullivan 1993).

® |nnovative efforts to build support groups for chronic
schizophrenics around spiritual themes and mind-body
practices have identified important benefits of this
approach (Sageman 2004).
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4—support g#m:hp and Yoga"

R EVIduaISNWhoer participated infthe support
JielPREPOIted Significant improvements In
Cjenigfel seli-esteemi and increased hopefulness
UBEELIES Withra deeper sense of connection with
'rnrr ‘peers and communities.

= Gloup prayer, reading passages from various
| *-c._"s:pmtual traditions, and Yogic breathing practices
-~ are valuable components of the group process.
~ Sudarshan Kriya yoga Is especially effective in
reducing anxiety and improving mental clarity
(Brown 2002).




e

T regup- psych05|s o
Speliual suppof‘f‘:groups N

SENESEACHENS Telt that SChiZepharenic patients
Whieratiended spintually oriented support groups
Jmorov 3t more than patients in more
sORVERTIGNAI sUupport groups.

> Sjjo|g ificant clinical benefits of regular spiritually
== Oriented groups include improved range of
;ﬁ:-c.“éffect enhanced feelings of subjective well-
OEING, Improved cognitive functioning during
greups, deeper experiences of interpersonal
ponding with other group members, and
enhanced capacity for empathy.
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DEIlyAlasEractpuncture treatments may improve global
ICHBRING IR Schizophrenics

IMENUSENOf Iaser light to stimulate specific acupuncture points
EPERECIVAEsUItS inf significant clinical improvements in: patients
fJJrlngC Sediwithrschizephrenia based on standardized symptom
eing 9 scales.

BRRESearchers at the Institute of Mental Health, Beijing College of

e edlcme have developed a protocol that uses laser light of different
__..:--awavelengths to stimulate the ermen acupoint in schizophrenics (Liu
1986).

- _° [fhe protocol Is based on daily 10 minute sessions , excluding
Sundays, and reportedly reduces the severity of audltory
hallucinations and other positive psychotic symptoms. In a single-
blind study 15 schizophrenic patients with a 5 year or shorter history
of active symptoms were randomly assigned to receive laser
acupoint therapy with a 25mW versus a 5.9mW laser for a total
number oft 30 consecutive daily treatments (Jia 1987).
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j—*
puncture™

NOIKNOVYALIIEISECIfICALIONS O tHE
> Cenventionalantipsychoetic drtigs
H01 taken throughoeut the 30 day trial.

Hr s0IS Using| both lasers reportedly resulted in
Jw Cant and eguivalent clinical improvement
PyARIING physician raters on the Briet Psychiatric
—— aﬂng Scale (BPRS), the CGI, and other
,—ﬁ-‘sTandardlzed symptom rating instruments. No

= significant between-group differences were

~ 0lbserved.

® Changes In blood chemistries or adverse physical
or psychological effects of laser acupoint
treatment in this population have not been
reported.
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|lzige) al upunctlﬁTfe -

SARSTIIISEQUERT contreliearstudy onr 33 Individuals
AIEOMOSEA With sSchizophrenia concluded that
BEERacupLncture following the above protocol
Zipdrdanly cnlorpromazine were equally effective
asmeasurned by standardized rating scales of
=—pesitive and negative psychotic symptoms
.__:.—G(Zhang 1991).

e[ larger studies including a sham-laser treatment
arm, a sham acupuncture protocol, and double-
:)Iinding are needed to confirm the significance

of these findings.

(13
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VienRyAIen-conventional assessment and
WEEWTENT appreachnes are suppoerted by strong
fegeEllc il evidence

o Frr :glng Assessment approaches may improve
e = 2 Hlagnostlc accuracy or specificity

"—_-lr
—— _,.—llI'-

. Emerglng treatments used alone or In
‘combination with conventional approaches may
Improve outcomes, cost-effectiveness, and
safety
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