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\What 1S Depression?

DIEGOSIS o May _@_pres&ve!i 50rd

EmerorBoth 1 and 2 -
_| Maoe setelaelysope ~ild

WARNEdeRIa — |ack of pleasure/mterest — Moderate
dJ,,Jf or J'J']J_f — Severe with or without

_ psychosis

S\ElloVegatative
SSARPEtite/Wt change e Lonaitudi

e ongitudinal
S} Dj:‘:'e ihed sleep . s
> chomotor agitation/retardation = (F:wrlo?]ricpartlal LSAIS10]
—— ;__ - ‘@'W‘NRG = :

= —-Poor o T — Interepisode recovery

et

il
—-—

ﬁl = -Thought Content
= Guilt/worthless ° Features :
=S| — Psychotic
: : — Melancholi
-» Function: dysfunctional e
® Duration: Two weeks ~ Atypical
e Exclusion: — Post Partum onset
XClusion. — Season onset
— Not due to GMC or Substance abuse — Premenstral Dysphoric
— No Manic History d/o 2

— MDD NOS



What IS{DEpPession?
ldaRy.Depression: Medical Etiology™ s
s Gancer: 1-40%

—  Brain lumors
' MARZK RUBERSON, ALL ZIGHTS 2ESE2VED NN AN BERZTOONS COoM

— Paraneoplastic

* Hematology
— Anemia

® Immune
— AlIDs
Fluntlngton S — SLE
= Alzhelmer S: 20-50% © Head Injury “Turns out I wasn't depressed, I just needed to
be wound."”
> -Cardlac e |ID
— Stroke: 30-60% - UTI
— Ml - Pneumonia
— CHD: 8-44% ® Gl (brain-gut)

e Vitamin Deficiency
e Vit D, B12, Mg




el

S ——

’ AcYdloVIges
'\anJ]Jr ter0|ds
SV ACENN 1tors
= '\r]re@ vulsants
. Bac Ofen

__'..-—.

T

f _Barbltu rates

— - —

- = Benzodiazepines

- o B_Blockers
® Bromocriptine
® Calcium channel blockers

- : —
- Medication Esiology. e

—

Ciprofloxacin
Clonidine
Corticosteroids
Digitalis

Disulfiram

Estrogen
Guanethidine

H, receptor blockers
Interferon a
Interleukin-2




\WWhatiis Deplession?

Negative
Feedback

- — Dexamethasone Suppression
test (DST) — non supression!



WhatisiDeg rw" on’P_‘.“
SHl0I0EAeK Riiima De ess'o
SEN e tansn:

MBRoAMINETHEOHY Jf D@grs.)s Ol
g ocrotonin - Low s

-"L_

SHEGW P11 in depression: intracellular protein that
ECcruits ‘Hle receptors to neuronal surfaces. All

AD'and CT (TMS?) increase Pll| Common
- F _'s#v"

-
e
L a—

j’ow CSF serotonin

~— -seen in pts after suicide
: -.-—-Noreplnephrlne Low
— Dopamine — variable

e BDNF, etc

—

e
' Norepinephrine | . Serotonin

Irritability
Energy
Interest
Mood, Emotion,
Cognitive function / sgex
Appetite
Aggression

‘ Dopamine \




Whalt ISiDepression?

Etloloc) o] Prlmary Depression. .
SBIElRDISease!

The Lobes of the Brain

sensurylmotor area
frontal eye field

parietal lobe

LE e XN Sensory
:r%:ml - e / : v oS 2 -Perception
0 - e L B S ‘ 4 p 7
Personality . .t ey L Cognition
Emotions .

Reasonmg
prefrontal

Broca's area

in left hemisphere ‘visual

( P

¢ | lobe association
em ra

Visual Procesl:s’i%

Auditory Processing auditory : H.Uditﬂl}’ BSSOCiﬂ‘tiO.I'I
Language (Semantic) Processing (mcludmg Wernick's

Memory/Limbic

cerebalhim: THM left hemisphere)
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ctional Neuroa_r_]alt_,g),my P

Teenagers

ff the mark ...

ANNTOMY OF A ‘
TEENAGER'S
BRAIN

MarkParisi@aol.com
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»» Rrimary Depléssio
prefrontal | —E- = #

cortex

anterior L _
cingulate yperactive.

cortex
Psychomotor f
Pleasure/Intere

pleasure/
Interests

guilt
suicidality

brainstem
neurotransmitter
centers

4 N amygdala
Activity _ \
— Anxie hippocampus
Anger Me

Fight 0

LOW




natIsi Depression? - —

e

e

)
E6eJeEyAeT Primary Depression
____Prefrontal-%" -

schomotor fatigue (physical)
pleasure/interests

o . Thal
e / ol sleep
e A |

— e:ctte ) § ) /—\l appetite
1 FFCHE BE- ~ - ._ )

s S A

* Monoamine
dysfunction is
linked to MDD

« Malfunctioning
circuits lead to
specific
symptoms

Amygdala
guilt
suicidality
worthlessness
mood

10



How doMfasses, for depression? —

[ NStEnRancrAsSK, J —

_)éJngJFJJ S of depres % -patlent/parent report

o Irsitap)e e aggressive
RSOINELCICOmplaInts: Headache/aches & pains
SSIEERIGIobIems: initial — middle - terminal
SRSt don’ rf’ el like doing anything — no longer interested, Withdrawn
SRNeIinterested in romantic relationships/decreased sex drive

( ryin éflé Wwithout reason

~=down biue/worthless/hopeless

e —

- fgweus/worrled
’*‘i Attehtlon Issues: ADHD misdiagnosed
s |ike a weight on my shoulder

Most Important Description: CHANGE 7nat /s persistent
1 question:“What has changed” behaviorally or Emotionally?

11



HeW M for dehp,[;ession? P

SCIEENING LOOIS J’

flcfs Pdt.af Health Question a re — free in 30/languages
wwwoo Eeenel |
=Ph 2 ?.‘ 1m|ted screener (first 2 question of Phg 9 —
fieVe;to Phg 9)

an 9 — DD sensitivity and specificity of 88% In primary care
SeLtin: -= =

_=( A ,7 anX|ety
IPhq multiple disorders (including somatoform)

_' DHD \/anderbilt screening tool

— > -

If positive,

i

S chhat Modified Checklist for Autism in Toddlers
—M-chat.org

12
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How dori*asses for depression? -

g

Bjglogically:
Jaehysical Exam e Laboratory/Studies
— CV: ml rmurs, — CBC, CMP
r’r‘fu — TSH/FTA4

= fO — B12/Folate
== :Ffrontal release signs

S g = e —m——

R —

= -"_7 — Vitamin D
—_—— — Neurodegenerative
:—:1;_'_,:_',;‘- * Focal Signs — — RPR, HIV
~~  Neurovascular _ Urine Tox, UA
— Endocrine: goiter,
skin, hair, BP _ EKG
— Sleep Study

* Review Meds _ MRI/CT 13




Bio-Psycho-Social Approach to Health

Biology
Gender
Disability
Physical Health

Neurochemistry
Stress Reactivity
Genetic Vulnerability
Immune function /
Medications

Substance

Use

Effect of a Biopsychosocial Approach on
Patient Satisfaction and Patterns of Care:
Results:
- Patient satisfaction improved
» Reduce health care expenditure with
fewer labs ordered
» Reduced number of
medications prescribed

« No significant increase duration of visit
Alon P A Margalit, MD, PhD, J Gen Intern Med.
2004 May; 19(5 Pt 2): 485491

Psychology

19

lemperament

g —

\\-\
\\
Well N
Being

Emotions

Behavior
Personality
Attitudes/Beliefs
Learning & Memory
Coping Skills

. Social Skills
ielf Esteem

Family Relationships
Life Events (trauma)

Social

Education
Social support

interpersonal relationships
Family background
Socioeconomic status
Cultural traditions




h
aibiment Basics: BIO- PSYCHO SOCIAL

© Randy Glasbergen

2 Seoclal -
= Relauionships, family;
ENGS; CIUNS; EVer
g_,‘gion,
RSyeHelogical
= Silessors
= Psychotherapy
1olog|cal

LASBEFGEN ‘

“Vigorous exercise can improve your mood.
It’s hard to feel blue when your cheeks are pink!”

——

-—-—

;—:_z-"—' — — Diet, Vitamins (D, B12)
= — Physiologic: thyroid, etc. e Exercise — The Antidepressant
— Medication — BDNF (brain derived neurotrophic factor)
i e Stimulates pleuripotent brain cells in
— Neuromodulation ventricles tg diffeprentiate and direct
= Alternatives: migration in brain
e SSRI's, SNRI's and EXERCISE turn
aCUpunCtU re, others on/stimulate BDNF directed migrgtion to
(Carefu| !) hippocampus and mood centers!!!

— Amount: 20-30min x 3days a week (AAP)
— Types: non impact aerobic (AAP):
® Bicycle, swim, elliptical/ski, Rowing!



o~
reatment: Therapies«

EVIGERGCEIBASER PSYCHOLOGIST

-‘ r'.‘

R eoutveE Benavioral Therapy
— Dflle ctic Behavior Therapy
> lnierge ysonal Therapy
SRPEVGHodynamic Therapy

(2 (psye hoanalytic)

o ( up Fherapy.
/.\lII\-r

samily/Couples Therapy
“My therapy is quite simple: I wag my tail and lick
your face until you feel good about yourself again.”

:l ¢x¥l

GLASBERGEN _\|

?‘_’ S=Play. Therapy
— Children use toys/games express
feelings and communicate

& Expressive Therapy: Art/Music/Dance
e Animal/Equine Assisted Therapy

e EMDR = Eye Movement
desensitization and Reprocessing

INDICATIONS! PTSD

16
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~ S>p

agtment: Antidepressants. .. =
TR o ton ) J o

i

’:I

— fluoxetine (Prozac) —
SRSl ,)M[F 215 day/s '

SSertraline (Zoloft)

2 Gl sa i m Rx—Rx neutral nrg

c,u.le =am (Lexapro)

AR ty, SOCIal anxiety, fast(?), withdrawal syndrome risk, headache

——CI :aDpram (Celexa) —

. .4 . QT lssues sedating, Gl

-,b

:
=== p'aroxmne (Paxil)

e ¢ Sedating (anxiety and insomnia), anxiety/social anxiety, Short Half
Life (hard to get off), worst se (sedation, wt gain, sex, dysf, antichol)

— fluvoxamine (Luvox)
* OCD, anxiety, ruminations, short half life

17



reatmentrAntidepressants

SESINRIESH(Nerepinephr
= Effexor ( v'ﬂn afaxing))
- Bp rJJrLrJ hes tx, stimulating
Seymbalta tluloxetlne)
< Pellf) msb r0?), Dosing 60-120mg

& Rstigu ue =(desvenlafaxme)
_,.si- er_’@y:-

_— p— i —

. :2 rattera (atamoxetine)

—— Doesnt help depression, but can cause mania

=

E—— —

R
—

18



ot o n A”- 5 i "'-"'J
li@tment: Lcal A_rjtldepress J—
-

________* Remera 0N (mirtazanine

— NE and 5- HT2 S
antagonist

o WalloUirferEtsosnes
seDearand NE

- Depre m]ﬁ — Alpha 2 adrenergic
— Ne rln,sl' ' presynaptic antag
= /\ Jf‘”_ﬂ Shting - poop out inc release presynaptic

o~ monoamines
’ﬂ‘ects Agitation,

jg mnia, Incr risk of — H1 antagonist
e 3@ R oo sk 0 e Sedation and wt gain
-~ Seizures, energy

= — Atypical depressions
_-_~_- Black Box: sz in eating disorder _ Augmentation

— Increase risk of binge episodes o Buspirone

M

=
—

—
i

= Trazodone — Serotonin 1A partial agonist
— 5-HT receptor antagonist Ze“?t‘z”'i?abat"zert
_ MDD, Sleep — Anxiety + Treatmen

resistant depression

== DUl a0 ISTIS — Effects: immediate/LT
— Side Effect: Priapism

19



Tre: n-v-“ Trycyclic Antidepressants,
-y - 4 ——

Y s eSsmelancholic. mdd; refractory depression;

emyalgiasTmigraine; ADHD  anxiety; panic,
S j\lec.haﬂ'i 2 5HT and NE Reuptake inhib
'\n‘ue |nerQ|c antimuscarinic, alphal block (BP), antihistaminic
- Tem\, A/ TCA S: more sedating

— iprémlne amitriptiline
‘__;'—_}_ _fCIomlpramlne (most serotonergic, OCD gold standard)
5 Doxepln (most antihistaminic — sedating)
1:,- = Amytriptiline (sleep)
e Secondary TCA’s: more selective for NE, fewer se

— Nortriptiline (therapeutic window)
— Desipramine

nain,
OCD

i

r__:_.._
—

20
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e ——— — _—I'I—

-
¥ N T TRE——

“iib’holinergic side effects
o= OnStlpatlon Ur|nary retention

| V increased PR, QRS, OTc intervals
== -_-— and AV block
;%;hlgj_- — Overdose: lethal

g * Quinidine like conduction delay->prolonged
QT—->VT, torsadesde point

21



Black Box"Warning for Antidepressants
SEEIDATDN0ZYSSRI”s andsbreadenedito all anﬁdepw 2@’

— Blelci g0 Warnlng for a"“nd'e‘pressants
o Trlereagaed f8l OF el depavior = totlelnea s dons = Cotele Y-
SN @iFncrease risk of suicide (completlon)
° Baglg Giwarning
SRREVIEW C Estudles with 4400 youth on antidepressants
= All Jru -term studies — only up to 4 months

.ua

= | dal Behavior” —
"'," ' @ ONE COMPLETED SUICIDE

"Rates 4% on antidepressants...2% on placebo! Statistical risk
Consequences of warning

— Antidepressant use went down

— Completed suicide rates increased
® Subseguent information

— Longer term larger studies have shown decrease in completed suicides In
patients taking antidepressants

" —
——

22



catiment: Choosing a medicatio

- ——

’ L ] .
* Paediatric
Figure 1. FDA-Approved Pediatric Age Ranges and Indications for Antidepressant Medications
Age Range (Years)

7 8 o 10 11 LP- 13 14 15 16 17

6
escitaloprami2] I N N B N N

E

| fluvoxamine[4] -

sertraline[5]

== | comipraminetel | || |
8 | imipramine(7] X Oy

[ childhood enuresis I MDD Il ocD
*Fluoxetine 1s FDA approved for the treatment of MDD in pediatric patients up to 18 years

e Charateristics of the medication:

— Pharmacokinetics: T,, - fluoxetine

— Pharmacodynamics: Rx-Rx interactions - sertraline %



BhoosSINg™a medication

ien: Diagnosis

m— — —_

SEQHERUISES for me
SN Uoxetine
SAYIXIEL = escitalopram, paroxetine
SROED fluyoxamine
= f—\)r]) —T(J: -5
— PTSLC rtrallne citalopram

== Jug_ fects Use them to your advantage

g

“»"

Uri nary retention: tx Eneuresis — TCA
Increase appetite: tx Poor appetite - remeron
= = Fatlgue tx Sleep — TCA, escitalopram

- — Analgesic: tx Pain — duloxetine, TCA
— Energy: low-high-med

'_':.--

"* .v

—
e

—

24



C]’]o" Medleme ENERGY+s

-
s B

*:_ Energ
‘\ S_

‘Ie/agltated
n'oyed/annoylng

= creased sleeping

Lower Energy
Sad
Withdrawn
Apathetic
Disinterested
Increase sleep

bmﬁ OW

ENERGY

viedication

Higher Energy
Fluoxetine
Venlafaxine

Medium Energy
Zoloft

Lower Enerqy
Escitalopram

25




Ch o*

-
s B

*:_ Energ
‘\ S_

‘Ie/agltated
n'oyed/annoylng

= creased sleeping

Lower Energy

Sad

Withdrawn
Apathetic
Disinterested
Decreased Sleeping

Medleme ENERGYS
b”CkS-ngOT 0

ENERGY

W

viedication

Lower Enerqy
Escitalopram

Medium Energy
Zoloft

Higher Energy
Fluoxetine
Venlafaxine

26
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—  **What happened right
before It started

® Bio-Psycho-Social

Uty paeents iee divpeced- both.zewiptied, T
nave a1 X Meal 4!!5&;&;?;:, erfe. LRThaoomM , & vew
‘gri- ’ o 5 ¢ b F ¥, :
CAEO0L, antde T L.i‘{.u'ﬂ'..-:? ;-’e.{:‘..:,x ...1.-31-..:,'*-5,1; ??Eia';f'.:‘, ;..,f.-.h:f, "




el

igmentation Strat - _—
Aligimentation Stra e_gw
¢ = .

SAtidEpressant. ~ © Salt: Lithium
- Buproros(ellotiy,
— hermgrog ® Thyroid Hormone
- Buspjmﬁ

=y

r = 1
= —-:.-..:' -

e Anticonvulsants

= 1ea1 Antlpsyhotlcs _ Depakote (valproate)

‘arlplprazole (ADIITY) — Lamictal (lamotrigine)
= -—brexplprazole (Rexulti) _ Tegretol
— guetiapine (Seroquel) (carbamazapine)
— Trileptal

(oxcarbazepine)

28



B

‘menté:tion Strategies, .

Figure 1. FDA-Approved Pediatric Age Ranges and Indications for Atypical Antipsychotics

Ade R3 L E

[ ] d

aripiprazole[3]

olanzapine[4]

TR T
il

paliperidonel5]

quetiapine[6]

risperidone[7]* ‘

| *

B schizophrenia M bipolar I disorder: manic or mixed [ irritability with autistic disorder

*Risperidone should not be used by patients older than age 16 who have been diagnosed with
irritability with autistic disorder.

AS)



Sitelpleleife

RNEGROMODU LAUB N*

10dulation:
llation of various
es in the CNS,
S, autonomic
1ervous system, or
- deep cell nuclei of the
= Dbrain that lead to the
~— “modulation” of its
~ - activity.
~» therapeutic alteration
of activity through
stimulation or
medication via various
Implanted devices.

.-_;}1i

1 11

—

Beyond Antidepressants: Treatment Wheny
edicine Fails oris NOTLani@!

——

TMS: Transcranial Magnetic
Stimulation

ECT: Electroconvulsive
Therapy

Anesthesia

1/10,000 death rate
Side Effect: memory loss
Deep Brain
Stimulation

Brain Surgery

Vagus Nerve
Stimulation

Ketamine

DBS:

VNS:

30



BONPLEME TAR‘V”

IREATMENTS

T T R 3

JUGhE therap
- Jmé Jac atty acids
< S \M‘f

=St @bn s Wort

el

p——
—
—

w

31



401 559 5670

The End

32



- ~— o
HECHT THERARY =

R —

WO Seasonal depression but also data for

ENSE :e..s; It aI depression and perhaps as
rlJJJj_ i\ ve tx
~ 3]( e is better (covers larger area of retina)

ﬂzﬂ @OO lux and 12 inches distance

_"f: O minutes per day or less, preferably in the

. _—

: mornlng
® Monitor for hypomania

=

33



OINMEE

3 Ffattir,yeéelds-JL‘-b

—

C
’-—»

- Jmeg_!:a atty acids do something, at least in
SOIME'[C ople

SBBEST e,v dence for augmentation and mild to
ff])i-) ate depression — NOT severe

ES00mbo of EPA + DHA in 2:1 or 3:2 ratio
= é’izttotal grams per day
Ff '_'ijsks are minimal
~ ® heart benefit
~* (maybe for arthritis)
® Fish burps can be managed easily

* Can take up to 1-2 months to see benefit

34



SEAGET ny—I—M.ethionin%a—-t |

i

S

—

- M)) Onotherapy and ajunctive
= '\JV e) = placebo and = TCAs in MDD hoth
,_,_ Gnotherapy and adjunctive tx

__o Ger erally well tolerated, fewer side effects
“than TCAs

—

—— Dosing:
J — PO (1600 mg/d)

35



SANE

/ , %'L—v '
~ Jy]ecn 1 ISm the methyl group donor for a number of substrates, most

fotably, 5 __.'6spholipids, DNA, RNA, neurotransmitters, and proteins.

——

=

'___"_";" éﬁﬁ/lating plasma phospholipids, SAM-e may alter the fluidity of the neuronal

> r._-T"-_- "-r-"" e-IE:nk_ﬁ:ane

— ;—E:.-_ — SAM-e may exert antidepressant effects via DNA methylation by influencing the

e transcription of DNA.

— ':‘_-_"'::_-— An increase in SAM-e may result in increased synthesis of the neurotransmitters
— == thought to be deficient in patients with MDD

S ——

= ' — Side Effects: a symptoms, headaches, anxiety, irritability, fatigue,
and sedation. No significant changes in weight or increases in the severity of
sexual dysfunction

36



5o ol ‘Wort,. - J‘.’

SACHVErCOomMPonNents: Nypericin and/or hyperforin

- B3] rf" InnibIt the reuptake of serotonin,
gerepmephrine, and dopamine

Othe a{neurochemlcal effects have been suggested
SESTW eI

— S Usual'dose is 300 mg TID

:-.'F—-

= LS{) randomized, double blind controlled trials have
= ~shownant|depressant efficacy, but most of these
were published in European journals. U.S. trials
have been mixed. Recent meta-analyses less
positive.

37
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T —— R -
= — e —_—

MEEWET S Jc o effects than meds?

BRISK € Jf’ anla serotonin syndrome, Gl,
r)f \)U= SItIVIty

—SIAOI Tke interactions

__,",-.’.—12450 3A4 inducer

-

—
=
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MejerbDepressive Disorder

il

i r)LJemL) Je)y

| JPFJH]J e,rtavalan'ce of 16- 19%

—\aje JJ epressmn affects an estimated 2.5% of children and
8.30%6 of U.S. adolescents. These rates account for
,,1,)«- oximately 2.6 million youth ages 6 - 17

Q'lg o) "f Onset 29
= = iﬁnaﬂe Male = 1.4:1
_,;..t—‘;-—‘SUICIde 10-15%

.—:_.-n-—-—
= i
__._-—
— ——

— '°Comorbidity: Triad
—MDD
—Anxiety — 59%
—Substance Abuse — 24%

39
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