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WARNING
FISHING POX

VERY CONTAGIOUS TO ADULT MALES

SYMPTOMS — Continual complaint as to need for fresh air, sunshine and relaxation. Patient
has blank expression, sometimes deaf to wife and kids. Has no taste for work of any kind. Fre-
quent checking of tackle cotalogues. Hangs out in Sporting Goods Stores longer than usual.
Secret night phone calls to fishing pals. Mumbles to self. Lies to everyone.

Expert diagnosis and trestment at any Canadian Tire Corporation Tackle Bar.
NO KNOWN CURE

Quarantine unnecessary
TREATMENT — Medication is useless. Disease is not fatal,

Victim should go fishing as often as possible.

Visit your locsl CANADIAN TIRE CORP. ASSOCIATE STORE
for the "BEST" in fine Fishing Tackle.




THE LANCET

Identification of risk loci with shared effects on five

major psychiatric disorders: a genome-wide analysis
Cross-Disorder Group of the Psychiatric Genomics Consortium
The Lancet - 28 February 2013
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Figure 3: Pair-wise cross-disorder polygene analysis

We derived polygene risk scores for each disorder (discovery sets) and applied them sequentially to the remaining
disorders (target sets). Results are grouped by each discovery set. Each pair is shown on thex-axis and the
proportion of variance explained for the target disorder (estimated via Nagelkerke's pseudo R*) on the y-axis. For
purposes of illustration, three p, cutoffs are shown, but appendix p 62 shows the proportion of variance results for
a broader range of cutoffs. p,=training-set p value (used to select training set SNPs). Significance of results:
a=p=<0-05; b=p<10""; c=p<107"; d=p<10"" e=p<10""": f=p<10~"". ADHD=attention deficit-hyperactivity disorder.
ASD=autism spectrum disorders. BPD=bipolar disorder. MDD=major depressive disorder.
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STEP-BD: Presence of sub-syndromal mania (1-3 mania symptoms)
is frequent during index bipolar MDE

L
2 3 4 S eON Ipe Cgmorbtdtte7
Number of DSM-IV Manic Symptoms atrigue et Dimensions

Goldberg et al. Am J Psychiatry 2009; 166: 173-81.



Longitudinal Course of Bipolar Disorder

e Prospective follow-up of 219 BDI patients
— 122 (56%) followed for =20 years

e 1208 episodes observed
— Only 2 pure mixed episodes (<1%)

e Defined as concurrent depression and mood elevation throughout the
entire episode

— 94 episodes (8%) of “mixed major cycling”
e Episode of major cycling that at some point included a mixed state of
concurrent depression and mood elevation

Groupe Comorbidité
psychiatrigue et Dimensions

Solomon DA, et al. Arch Gen Psychiatry 2010: 67: 339-47.



Mixed States:
Diagnostic Complexities

There is concordance among many researchers that mixed
states are not simply a simultaneous or sequential occurrence
of affective symptoms of opP05|te E_olarlty, l.e., depression and
mania, but rather complex, fluctuating and unstable clinical
pictures!

This may not be captured by DSM-1V criteria alone which
operationalizes mixed states as a stable construct.

Mixed states may be better defined along a _
continuum/spectrum (consistent with clinical practice) as
opposed to being a static/modal phenomenon

" The [“degree of mixity” becomes the operational term

Groupe Comorbidité
psychiatrique et Dimensions

1. Kruger S, et al. Bipolar Disorders 2005: 7: 205-215.



psvs  Bipolar Disorders Classification

C 00 Bipolar I Disorder
C 01 Bipolar II Disorder
C 02 Cyclothymic Disorder

October 2012

C 03 Substance-Induced Bipolar Disorder
C 04 Bipolar Disorder Associated with Another Medical Condition
C 05 Bipolar Disorder Not Elsewhere Classified

Specifiers:

Current or Most Recent Episode Hypomanic/Manic
Current or Most Recent Episode Depressed

With Mixed Features

With Psychotic Features (for depression)

With Catatonic Features (for depression)

With Atypical Features (for depression)

With Melancholic Features (for depression)
With Rapid Cycling

With Anxiety, mild to severe

With Suicide Risk Severity

With Seasonal Pattern

With Postpartum Onset




DSM 5

Proposed revision on

Bipolar Disorder diagnostic category (2/3)

October 2012

Bipolar Disorder not Elsewhere Classified

(NEC)

- Subclassification will be used for this diverse group of
conditions.

- The recorded name of the condition should NOT be
“Bipolar Disorder NEC" but rater, one of the following
diagnostic terms:

MDEs & Short (2-3) Hypomanic Episodes

MDEs & Hypomanic Episodes characterized by insufficient
symptoms

Hypomanic Episode witout MDE
Short Duration (less than 2 years) Cyclothymia @

* Uncertain Bipolar Condtions S Sl e



Proposed ICD - 11
Mood Disorders Classification

F30 First manic episode
F31 Bipolar affective disorder

F32 First depressive episode

F33 Recurrent depressive disorder
F34 First mixed affective episode
F35 Persistent mood disorders
F38 Other mood disorders

F39 Unspecified mood disorders
Gyoupgf;pynorbuiue

psych que et Dimensions



Three-Fold Higher Rate of Bipolar Disorder Amongst
Individuals with MDD When Using Bipolar Specifier

Table 1. Demographic Features of the Study Sample

|
Bipolar DSM-IV-TR

]
Bipolar Specifier

Country Patients, No. Hospitalized, % Age, Mean (SD), y Male Sex, %

Bosnia 200 465 46.3 (10.9) 32.5 111 (55.5)
Bulgaria 300 46.0 49.8 (12.5) 36.5 171 (57.0)
China 727 459 39.7 (14.4) 39.1 290 (39.9)
Egypt 306 24.2 37.7 (12.8) 49.0 144 (47 1)
Georgia 254 18.5 46.5 (15.0) 32.9 103 (40.6)
Germany 251 59.4 48.0 (12.3) 36.8 102 (40.6)
Iran 313 374 38.4 (12.3) 33.9 169 (54.0)
Korea 212 25.5 45.0 (14.5) 27.8 55 (25.9)
Macedonia 224 26.8 47.5 (13.3) 28.6 107 (47.8)
Morocco 317 20.8 39.7 (11.5) 38.3 148 (46.7)
The Netherlands 220 127 46.1 (13.7) 40.0 81 (36.8)
Pakistan 265 370 38.2 (12.0) 50.4 158 (59.6)
Portugal 311 119 459 (13.0) 25.7 172 (65.3)
Slovakia 297 57.6 48.4 (13.2) 38.0 166 (55.9)
Spain 655 25.5 47.2 (13.9) 33.1 324 (49.5)
Taiwan 420 14.8 453 (12.7) 27.2 149 (35.5)
Ukraine 297 737 46.9 (13.1) 29.6 156 (52.5)
Vietnam 66 379 40.7 (11.1) 81,5 41 (62.1)
Total 5635 344 441 (13.7) 35.5 2647 (47.0)

Groupe COITorDWe
psychiatrique et Dimensions

Angst J. et al. Arch Gen Psychiatry. 2011;68(8):791-799.



Patients With Mixed Episodes Have Poor Treatment
Outcomes

More severe course of illness!:2

Less frequent remission/higher risk
of reoccurrencel.2

More substance abusel:?
Poorer response to some medications?

Increased risk of suicide34

Groupe Comorbidité

psychiatrique et Dumenstons

1. Shah NN, et al. Psychiatr Q. 2004;75(2):183-196. 3. Hirschfeld RMA, et al. J Clin Psychiatry. 2003;64(1):53-59.
2. Prien RF, et al. J Affect Disord. 1988;15(1):9-15. 4. Goldberg JF, et al. J Affect Disord. 1999;56(1):75-81.
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ertificate of Analysis fro . N MUTER, F.R.S.E., " s of knatyicat and Pharnaceutical Chemtatry ant of Materia Meteae
s od SALT REGAL with the following results: That it is an effervescent saline, compounded from absolutely pure ingrodients. When {61s placsd 6t con e NNENNE
iAT b!n";" which e‘ns‘ucs results in the formation of two of the best known saline aperients, and in addition to these there is also developed a small quantity of an oxidising
chemical combination ) s

disinfectant tending to destroy any impurities present in the water used.
i

« I have not before met with aso well manuf

, PATENT RIGHTS >
HER MAJESTY'S
PROTECTED
ROYAL
THROUGHOUT THE WORLD.
LETTERS PATENT. "

. :ino and Refreshing Tonic. A Thirst-Quencher for all occasions. A
moﬁnggpggfliﬁie-up.” A high—%lass Effervescing, Antiseptic Salt, develops Ozone,
the Principle of Life. Prevents and Relieves FLATULENCE, Na.msea, GIDDINESS,
Heartburn, Acidity, Palpitation, Bilious HEADACHE, Dyspepsia, Fevers, Malaria,
Irritation of the Skin, Liver Complaint, Lassitude,
WEARINESS, &c. Corrects all Impurities arising from
errors of diet, eating, or drinking.

The Editor of “HEALTH,” the great Authority of HYGIENE, recommends SA LT REGAL
for general use in Families, and speaks in the highest praise of SALT REGAL.

FOR PURITY,
FOR SAFETY,

FOR EXCELLENCE,

For MARKED DISTINCTION from Saline Preparations in which Alkaline clements, so
irritating to the Digestive Organs, unduly predominate.

actured and ingenious combination, at once perfectly safe and yet so entirely efficient for the purposes for which it is recommended."—Jous MuTeR.
7 g g

{mparts New
Life and Vigour \
to the System.

Lieut.-Colonel HUGH BAMBER, IMargate, says:—
#1 have now used SALT REGAL for two years. I have found it the pleasantest and
most agreeable in taste of all Salines, and a certain cure for bilious headache and furred

" STRENUOUSLY REFUSE!

To have old-fashioned, worn-out Salines palmed off upon you. Insist upon having SALT
REGAL, which imparts new life to the system, develops ozone, the principle of life. and
turns to a beantiful rose pink colour when mixed with water. The enormous sale of SALT
REGAL testifies to its superiority and excellence over all other remedies for Dyspepsia,
Flatulence, Headache, and kindred compla’nts. :

il

SALT REGAL may be obtained of ali éhenﬁsts. and at the Stores;

%Et ifﬁafny difficulty, send 2/9 addressed to the Manager, Salt Regal

A CLEAR HEAD.
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Guaranteed Genuine Galvanic Curative Appiiance recommended by the Leading Medical and Scientific Authorities.
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T affords a perfect means for the self-application of Curative tricity. 1t is comfortable to wear. p o
LA Dl ES shiock, and is absolutely certain to do good in every case. The nds of testimonials in favour of HARNESS' ELECTROPATHIG BELT speak for themselves. A Mrie numbes of them GENTLEMEN
are published in “HARNESS' GUIDE TO HEALTH " (gratis and -free) : but erers nvited to call, if possible, a OXFOIDSTIERT, Tondon: W, (corner ot Bathien oy e
Suffering from Diseases and convince themselves b T

I
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onsulting Medical Electrician (President of the British Association of Medical Electricians), attends daily at 52, OX¥ o .
new Pamphlet, entitled MR G B. HARNESS STREET, London, W., and gives ADVICE FREE OF CHARGE on all matters relating to Health and the application of QR | Hanswss new Pamphites,
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TESTIMONIALS

SS' Celebrated entitled “Galvanic Elee-

Mr. HARNESS "'"zﬂ:’?ﬂff’»}"'}.ﬂdfrﬁ r;l";)(t:th;il.:::rr personally or by A LL ' N s E ARC H 0 F
P ~ - »

%::mnum gid{zey Diseases, geunllgisi, kt
bago, pilepsy, emale Disorders, received by Mr. Harness. The public are invited to call and inspect the Originals at the
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Nervous Exhaustion, Spinal Weakness, Consumption,
Sleepl Indigesti General and Local Debility,
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HARNESS’ ELECTRO PATH'IG APPLIAI‘]GES
Promptly, Absolutely, and Permanently CURE.

IVIEN AnD WONMEN

Who wear HARNESS' world-famed ELECTROPATHIC BELT find that
it promptly Restores Impaired Vital Energy, Invigorates the Debilitated
Constitution, Stimulates the Organic Action, Promotes t Jirculation
Assists Digestion, and promptly RRenews that Vital Energy, the loss of
which isthe first symptom of decay. Healing Properties are Multifarious;
At Stimulates the Functions of Various Organs, increases their Secretions,
Gives Tone to Muscles and Nerves, Relaxes Morhid Contractions, Iine
Jroves Nutrition, and Renews Exhausted Nerve Force, Acting Directly
on the System, it Sustains and Assists its Various Functions, and thus
Promotes the Health and Vigour of the entire Frame.

“BETTER IN EVERY WAY™
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Why are there no treatment guidelines for mood
disorders and comorbidities?

Raymond W. Lam, MD, FRCPC ood disorders, including major depressive disorder (MDD) and
m@m m—m:mmrm bipolar djsordfrr (BID), are among the most prevalent and bur-
Mood Discroars Cemrs densome medical conditions. In a World Mental Health Survey
University of Briish Columbia sponsored by the World Health Organization, the lifetime and 12-month
o, Extlish Crtmits, Canes prevalence rates for these 2 disorders in 17 developed and developing
Sidney H. Kennedy, MD, FRCPC countries’ were 12.5% and 5.6% for major depressive episodes, respective-
de.r CANMAT Iy, and 1% and 0.7% for BD, respectively.? A recent commentary on chal-
Toronto, Ontario, Canada lenges in global mental health identified depression as the third leading
Jitender Sarsen, MD, FACEC contributor to the global disease burden; unipolar depressive disorders
Aty Chalr, CANMAT and BD, respectively, were ranked first and fourth in an evaluation of the
Departments of Peychialry, Psychology, global burden across all mental, neurological, and substance use disor-
and Community Heaih Sciences. B ) . -
Universtty of Marttoba ders.” Previous studies have highlighted the enormous unmet need for
Winnipeq, Manitoba, Canana treatment among persons with mood disorders.*
Lakshmi M. Yatham, MBBS, FRCPGC, CDm{l’hldit)' has been defined as ‘ﬂl'i}' distinct additional clini-
MRCPsych (LK) cal entity that has coexisted or may occur during the clinical course of a
B‘mm‘&m patient who has the index disease under study.” This may apply equally
uqulorm] oom!mm to =2 physical diseases, =2 mental disorders, or the co-occurrence of
Vancouver, British Columinla, Canada mental and physical disorders. Comorbidity is prevalent among persons

with mood disorders. In developed countries, 62% of persons identified

Major Depression 62%

Bipolar Disorder 88%

the exception

Many possible combinations
of comorbidities

Few high quality studies to
guide treatment decisions

Clinicians still request
guidance for treatment
options

72% @ii)
Y
59% Comorbidité

psychiatrique et Dimensions

Merikangas et al, 2011; Kessler et al, 2010; Magalhaes et al, 2011.



CANMAT Clinical Guidelines

BIPOLAR
DISORDERS

Bipolar Revision Depression Revision
2005, 2007, 2009 et 2013 2009

CANMAT Task Force Recommendations for Mood
Disorders and Comorbid Conditions

— Roger Mclntyre, Ayal Schaffer, Serge Beaulieu

— Published February, 2012

— Anxiety, medical, personality, substance use, ADHD,
metabolic syndrome

— Available at www.canmat.org Groupe Comorbidité
psychtatrigue et Dimensions
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Arguments en faveur d’une classification dimensionnelle

" Nearly all genetic factors identified thus far... seem to
confer somewhat comparable risk for schizophrenia and
bipolar disorder and, perhaps, for other disorders such as
unipolar depression, substance abuse, and even epilepsy.”

“... the biology of psychotic illnesses may

fail to align neatly with the classic Kraepelinian distinction
between schizophrenia and manic-depressive illness...
However, they do resonate with clinical observations that
many patients present with a mix of bipolar and

schizophrenia symptoms, both at a single admission and also
across time.”
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Arguments en faveur d’une classification dimensionnelle

“These clinical observations support the

accelerating body of literature over the last decade
arguing that Kraepelin’s classic dichotomy for psychotic
disorders may need to be superseded by a new system

based on biology as well as observed clinical
phenomenology.”
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Research Domain Criteria

Units of analysis

Domains/constructs Genes Molecules Cells Circuits Physiology  Behavior Self-reports Paradigms
Negative valence systems

Active threat ("fear”)

Potential threat (" anxiety™)

Sustained threat

Loss

Frustrative nonreward
Positive valence systems

Approach motivation

Initial responsiveness to reward

Sustained responsiveness to reward

Reward learning

Habit
Cognitive systems

Attention

Perception

Working memory

Declarative memory

Language behavior

Cognitive (effortful) control
Systems for social processes

Imitation, theory of mind

Social dominance

Facial expression identification

Attachment/separation fear

Self-representation areas
Arousal/regul atory systems

Arousal and regulation (multiple)

Resting state activity



La Théorie,

c'est quand on comprend tOUt
et que rien ne marche.

La Pratique,

c'est quand tout marche,
mais Ol Ne Sait Pas pourquoi.

Ici

nous avons réussi les dCllX .
rien ne marche
et PEYSONNE ne sait pourquoi.




Approche Dimensionnelle:
“The Good, the Bad and the Ugly”

In many of the results of randomized clinical trials or
of risk studies that use categorical measures, a
report of statistical non-significance may be partially
or wholly due to the lack of power to detect effects
due to use of categorical measures, particularly
when the cutoff defining the categorical measures is
set by intuition rather than optimally based on
empirical evidence.
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Approche Dimensionnelle:
“The Good, the Bad and the Ugly”

« Approche empirique

« Permet des analyses statistiques plus ciblées sur les
modeérateurs et médiateurs donc plus en harmonie avec les
stratifications cliniques

« Rapprochement avec les symptomes cliniques observes
par les cliniciens et vécus par les patients

» Pourrait donc éventuellement créer une classification plus
écologiquement valide
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Approche Dimensionnelle:
“The Good, the Bad and the Ugly”

e Meilleure modeélisation de la psychopathologie
dans des modeles animaux

e Approche qui favorise I'étude de |'aspect
developmental des maladies
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Approche Dimensionnelle:
“The Good, the Bad and the Ugly”

e Faibles validités inter-juges (Kappa ratings) obtenues
lors des essais en milieux cliniques (méme
académiques)

e Dépression: 0.34 !l
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Approche Dimensionnelle:
“The Good, the Bad and the Ugly”

e Risquons de devoir redéfinir I'ensemble des traitements en
fonction des nouveaux criteres
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Tean only- please one | person
per day . today is not your day.
tomorrow doesn't look goodelther
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