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PR Ll Depression Is the Leading Cause

of Disability Around the World

The proportion of the global population liv-
ing with depression is estimated to be 322 mil-
lion people—4.4% of the world's population—
according to a new report, “Depression and
Other Common Mental Disorders: Global
Health Estimates,” released by the World
Health Organization. The report also in-
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Mortality and life expectancy in persons with severe unipolar depression

Thomas Munk Laursen **, Katherine L. Musliner ", Michael E Benros",
Mogens Vestergaard “, Trine Munk-Olsen

= B Biifish Journal of Psychiatry (2013) 203, 90-102

Adjusted prognostic association of depression
following myocardial infarction with mortality

| and cardiovascular events: individual patient
L o i
Ry R data meta-analysis
2 07 — A. Meijer, H. J. Conradi, E. H. Bos, M. Anselmino, R. M. Carney, J. Denollet, F. Doyle,
g; i ——— K. E. Freedland, S. L Grace, S. H. Hosseini, D. A. Lane, L. Pilote, K. Parakh, C. Rafanelli,
- - — H. Sato, R. P. Steeds, C. Welin and P. de Jonge
Methods: We followed a Danish population-based cohort wom 1995-2013 (N=>5.103,699). The cohort

included all residents in Denmark during the study period. Mortality rate ratios (MRRs) and life ex-
pectancy in persons with unipolar depression were calculated using survival analysis techniques
Results: The overall MRR was 2.07 (95% Confidence Interval (C1): 2.05-2.09) in people with a previous
unipolar depression diagnosis compared to the general Danish population. This e
lated into a reduced life expectancy of 14.0 years in men and 101 years in wome
15). The MRR was highest for death due to suicide and accidents (MRR: 4.6
absolute number of deaths was highest for natural cau

ess mortality trans-
uming onset at age
% Cl: 4.53-4.79), but the
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Dementia risk estimates associated

with measures of depression:
a systematic review and meta-analysis

Nicolas Cherbuin, Sarang Kim, Kaarin J Anstey
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The Biochemistry of Affective Disorders

By ALEC COPPEN

There is growing evidence of a causal association
between brain monoamines and affective dis-
turbances; if brain monoamines are depleted by

NHz
oH
" N HOD/[\/NHz HOD/\,NW
N HO HO
Serotonin Norepinephrine Dopamine

N Engl ] Med 2008;358:55-68
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Major Depressive Disorder

R.H. Belmaker, M.D., and Galila Agam, Ph.D.

THE MONOAMINE-DEFICIENCY
HYPOTHESIS

increase the availability of neurotransmitters. These
discoveries led to a major theory of depression
known as the monoamine-deficiency hypothesis.
Numerous studies of norepinephrine and serotonin
metabolites in plasma, urine, and cerebrospinal
fluid, as well as postmortem studies of the brains
of patients with depression, have yet to identify the
purported deficiency reliably. However, a newly dis-

s 51 (2015) 164-188
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Is serotonin an upper or a downer? The evolution of the serotonergic
system and its role in depression and the antidepressant response

Paul W. Andrews**, Aadil Bharwani’, Kyuwon R. Lee”, Molly Fox",
J. Anderson Themson Jr.*!

6. Conclusion and future directions

The reigning paradigm conceptualizes depression as a state of
reduced serotonin transmission. In this paper we have reviewed a
large body of evidence indicating that the opposite appears to be
true. For the depressive phenotypes we have considered—sickness
behavior, starvation depression, and melancholia—serotonin trans-
mission to multiple brain regions appears to be elevated. Others
have suggested serotonin transmission is elevated in depression
(Andrews and Thomson, 2009; Petty et al., 1994; Zangen et al.,
1997), but this is the first in-depth review of the high serotonin
hypothesis.

Journal of Affective Disorders, 12 (1987) 13-22
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5-HT and 5-HIAA in cerebrospinal fluid in depression

Annette Gjerris *, Anne Stub Serensen !, Ole J. Rafaelsen !, Lene Werdelin %,
Christer Alling * and Markku Linnoila *
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The serotonin theory of depression: a systematic umbrella
review of the evidence

Joanna Moncrieff'?”", Ruth E. Cooper’, Tom Stockmann®, Simone Amendola®, Michasl P: Hengartner” and Mark A. Horowitz'?

Our comprehensive review of the major strands of research on
serotonin shows there is no convincing evidence that depression
is associated with, or caused by, lower serotonin concentrations or
activity. Most studies found no evidence of reduced serotonin
activity in people with depression compared to people without,
and methods to reduce serotonin availability using tryptophan
depletion do not consistently lower mood in volunteers. High
quality, well-powered genetic studies effectively exclude an
association between genotypes related to the serotonin system
and depression, including a proposed interaction with stress.

= . JAMA. 2009;301(23):2462-2471
Interaction Between the Serotonin
Transporter Gene (5-HTTLPR),

Stressful Life Events, and Risk of Depression
A Meta-analysis

Conclusion This meta-analysis yielded no evidence that the serotonin transporter
genotype alone or in interaction with stressful life events is associated with an el-
evated risk of depression in men alone, women alone, or in both sexes combined.
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Collaborative meta-analysis finds no evidence of a strong
interaction between stress and S-HTTLPR genotype
contributing to the development of depression

RC Culverhouse’, NL Saccone’, AC Horton’, ¥ Ma’, K) Anstey’, T Banaschewski’, M Burmeister””, § Cohen-Woods", 6 Etain® """
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L] Molecular Psychiatry (2018) 23, 133-142

Brain Rescarch 740 {1996) 245 232
Effects of tryptophan and /or acute running on extracellular 5-HT and
5-HIAA levels in the hippocampus of food-deprived rats

Romain Meeusen * . Katrien Thorré °. Francis Chaouloff . Sophie Sarre *. Kenny De Meirleir *.
Guy Ebinger °, Yvetie Michotte "
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So, how do we measure depression?
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Journal of Affective Disorders 233 (2018) 3-14
eripheral biomarkers of major depression and antidepressant treatment
response: Current knowledge and future outlooks

Bharathi S. Gadad, Manish K. Jha, Andrew Czysz, Jennifer L. Furman, Taryn L. Mayes,
Michael P. Emslie, Madhukar H. Trivedi

results have been validated in additional patient cohorts, however. As a
result, no individual or collection of biomarkers have translated into
clinical practice for either diagnosis of depression or guidance of
treatment selection. The heterogeneous pathology driving depression
makes biomarker discovery particularly challenging, though provides
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Hamilton Rating Scale for Depression

I DEPRESSED MOOD (sadness, hopeless, helpless, worthless)

0 |_| Absent

I |__| These feeling states indicated only on questioning.

2 |__| These feeling states spontaneously reported verbally.

3 |_| Communicates feeling states non-verbally, i.e. through
facial expression, posture, voice and tendency to weep.

4 |__| Patient reports virtually only these feeling states in
his/her spontaneous verbal and non-verbal
communication.

HRSD
2 FEELINGS OF GUILT Ra e 0
0 |_| Absent anges
I |_| Self reproach, feels he/she has let people down.

2 |_| [Ideas of guilt or rumination over past errors or sinful
deeds.

3 |_| Presentillness isa punishment. Delusions of guilt.

4 |_| Hears accusatory or denunciatory voices and/or
experiences threatening visual hallucinations.
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Beck Depression Inventory

0. | do not feel sad.

1. |feel sad.

2. lam sad all the time and can't snap
out of it. )

3. I am so sad or unhappy that | can't /e B
stand it. Range: 0-63

0. | am not particularly discouraged about the future.

1. |feel discouraged about the future.

2. |feel |l have nothing to look forward to.

3. | feel that the future is hopeless and that things cannot

improve.

So, how do we treat depression?

22

23

Psychotherapy. Pharmacotherapy

(Plus magnetic neurostimulation, electroconvulsive therapy)

LI 2010

PRACTICE GUIDELINE FOR THE
Treatment of Patients With
Major Depressive Disorder

hrd bt

AMERICAN
PSYCHIATRIC
ASSOCIATION

24

25

" JEEE 2010

& ety
Depression-Focused Depression-Forused Electroconvulsive
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FIGURE 1. Recommended Modelities for Acute Phose Treatment of Mojor Depressive Disorder

Severe Without
Psychatic Features

Severe With
Psychotic Features
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“If a patient wishes
to try exercise...
there is little to
argue against it...”

If a patient with mild depression wishes to try exercise

PRACTICE GUIDELINE FOR THE
Treatment of Patients

Maijor Depressive Disor

Y alone for several weeks as a first intervention, there is little to
- P i : B

memmiiie= |argueagainst it (Section ILA.10), provided the patient is suf-

emtiae  |ficiently monitored for an abrupt worsening of mood or ad-

verse physical effects (e.g., ischemia or musculoskeletal
symptoms). The dose of exercise and adherence to an exer-
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Conflicts of interest and the quality of recommendations in
clinical guidelines®
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Dr. Thase reports that e provided scientiic consulta-
tion 10 AstraZeneca, Bristol-Myers Squibb, Eli Lilly &
t Pharmaceuticals, Inc., Gerson Lehman

Otsuka, Ortho-McNeil Pharmaccuticals, PamLab, L1

Phizer (formerly Wyeth-Ayerst Laboratories), Scheri

Plough (formerly Organon), Shire U.S., Inc., Supernus

Pharmaceuticals, Takeda (Lundbeck), and Transcept Phar-
'

1L b s .
re disclosed by all members (100%) of the guideline devel- |d Com-
bers reporting a mean 20.5 relationships ( 9-33). The f-Ayerst
majority of the commitiee participated on pharmaceutical companies’ speakers’ burcaus, [FEnon)

opr

al ties o industry we
ent comm

ee with me

GlavoSmithKline, the National Tnstitute of Mental Health,
the Agency for Healthcare Research and Quality, and
Sepracor, Inc. He had equity holdings in MedAvante, Inc.,
and reccived royalty income from American Psychiatric
Publishing, Inc., Guilford Publications, Herald House,
Onford University Press, and W.W. Norton and Company
His wife was employed as the group scienti
Embryon (formerly Advogent), which does
Bristol-Myers Squibb and Pfizer/Wyeth.

deurmal of Evaharion i Clinical Practioo 19 (2013} 674-68

Conflicts of interest and the quality of recommendations in
clinical guidelines’
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MS® and Allen F. Shaughnessy, PharmD, MmedEd®

recommendations. Fewer than half (44.4%) of the studies supporting the recommendations
met criteria for high quality. Over one-third (34.2%) of the cited research did not study
outpatients with major depressive disorder, and 17.2% did not measure clinically relevant
results. One-fifth (19.7%) of the references were not congruent with the recommendations.
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Ann intern Med. 2016;164:350-359
Nonpharmacologic Versus Pharmacologic Treatment of Adult Patients
With Major Depressive Disorder: A Clinical Practice Guideline From the
American College of Physicians

Amir Qaseem, MD, PhD, MHA; Michas! J. Barry, MD; and Devan Kansagara, MD, MCR, for the Clinical Guidslines Committee of
the American College of Physicians.

Recommendation: ACP recommends that clinicians select be-
tween either cognitive behavioral therapy or second-generation
antidepressants to treat patients with major depressive disorder
after discussing treatment effects, adverse effect profiles, cost,
accessibility, and preferences with the patient (Grade: strong rec-
ommendation, moderate-quality evidence).

SA‘ PAmerican College of Physicians®
Leading Internal Medicine, Improving Lives

2019
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For initial treatment of adult patients with depression, the panel rec
ommends the following in the context of sharing decision-making with
the patient when considering options:

1. That clinicians offer either psychotherapy or second-generation
antidepressant

2. If considering combined treatment, the panel recommends cog-
nitive-behavioral therapy or interpersonal psychotherapy plus a
second-generation antidepressant.
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Journal of Affective Disorders 147 (2013 94-100
Treatment preferences in patients with first episode depression

Janie Houle **, Benjamin Villaggi *, Marie-Dominique Beaulieu®, Frangois Lespérance®,
Gilles Rondeau®, Jean Lambert ©
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2k b ofpatients g

withifirst-episode
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Characteristics n(%)
Current treatment
Antidepressants only 50 (56.8)
Psychotherapy only 2(2.3)
Both treatments 30 (34.1)
None 6 (6.8)

JAMA. 2015;314(17):1818-1831
Trends in Prescription Drug Use Among Adults
in the United States From 1999-2012

Elizabeth D. Kantor, PhD, MPH; Colin D. Rehm, PhD, MPH: Jennifer 5. Haas, MD, M5c;
Andrew T. Chan, MD, MPH; Edward L. Gievannucci, MD, ScD
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Maya Clin Proc. 2013.88{7).697-707

Age and Sex Pattemns of Drug Prescribing in a
Defined American Population

‘Wenjun Zhong, PhD; Hilal Maradit-Kremers, MD, M5Sc;

Jennifer L. St. Sauver, PhD, MPH; Barbara P. Yawn, MD, MSc; Jon O. Ebbert, MD;
Véronique L. Roger, MD, MPH; Debra ). Jacobson, MS; Michaela E. McGree, BS;
Scott M. Brue, BS; and Walter A. Rocca, MD, MPH

Antidepressants
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National Patterns in Antidepressant

Arch Gen Psychiatry, 2009:66(8):848-856

Medication Treatment

Mark Olfson, MD, MPH; Steven C. Marcus, PhD

Table 3. Clinical Characteristics of Persons Treated With Antidepressants in the United States, 1996 and 2005

Percentage (95% C1)

MEPS 1996 MEPS 2005

Characteristics (n = 1029) (n = 2602)

Selected treated condiions

I F AR RISV 2ot 4

Bipatar Qisorger 1,61 (1.09-3.01) 325 (2.49-4.23)
Aniety 855 (692-1052) 1414 (12.70-15.71)
Adjustment 2.20(1.46-3.29) 3.34(258-4.30)
Headache 862 (7.04-11.01) 5.46 (452:6.58)
Back pain 12.95 (10.83-1541) 16.17 (13.68-16.80)
Neuropathy 377 (287-537) 3.99(3.254.88)
Fatique 247 (1.60-381) 1.39(0.93-2.08)
Sleep disorder 377 (287-537) 5.34(4.43-643)

Mental health status
Excellent to good
Fair to poor

7484 (71.13-78.23)
25.16 (21.77-28.87)

78.97 (76.97-80.85)
19.15 (23.04-14.13)

So, how good are the treatments?
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NIC

National Institute for
Health and Care Excellence

3 points on the HRSD (out of 0-52 range)
3 points on the BDI (out of 0-63 range)

or d = 0.50 standard deviations

For continuous outcomes for which an SMD was calculated (for example, when data from
different versions of a scale are combined), an effect size of ~0.5 (a ‘medium’ effect size;
Cohen, 1988) or higher was considered dinically significant. Where a WMD was
calculated, a between group difference of at least three points (two points for treatment-
resistant depression) was considered clinically significant for both BDI and HRSD.

STATISTICAL
POWER ANALYSIS
for the
BEHAVIORAL
SCIENCES

small: d .20,
medium: d= .50,
large: d =.80.

Second Edition

Jacob Cohen
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JAMA Psychiatry. 2020.77(7):694-702 L ._ Psychological Medicine (2014), 44, 685-695|
Psychotherapy for Depression Across Different Age Groups: Comparison of psychotherapies for adult depression
A Systematic Review and Meta-analysis to pill placebo control groups: a meta-analysis
Pim Cuijpers. PhD: Elrini Karyotakd, PhO; Dikla Eckshtain, PhD; Mei ¥i Ng. PO Katherine A. Corteselli, MA:
Hisashi Noma, PhD; Soledad Quero, PhD; John R. Welsz, PhD P. Cuijpers’®*, E. H. Tumer™, D.C. Mohr’, S. G. Hofmann®, G. Andersson™, M. Berking’

and J. Coyne'

g 96% CI
Barber, 2011 0.06 -0.33t00.45
Barrett, 2001 -0.00 -0.31t00.31
DeRubeis, 2005 031  -0.05100.67
Table 1. Comparison of Effect 5izes of Studies of Psychotherapies Compared WIth Control Groups and Across Age Groups: Dimidjian, 2006 BA 024 02110067
Comparisans No.olStudies g o5uc N Dimidjian, 2006 CT 027  -0.17t00.71
All comparisons. 453 0.75(0.67-0.82) Elkin, 1989 CBT 023 -0.12t00.59
Elkin, 1989 IPT 036  0.00t00.71
Hegerl, 2010 034 00110067
Jarrett, 1999 058  0.11t01.05
Mynors-Wallis, 1995 068  0.14t01.21
Sloane, 1985 008 -0.59t00.75
Williams, 2000 020 -0.03t00.44 —
>
-0.50 0.00 050 1.00
Favours placebo  Favours therapy
41 42
Annals of General Psychiatry 2013, 12:26 = Annals of General Psychiatry 2013, 12:26

No role for initial severity on the efficacy of
antidepressants: results of a multi-meta-analysis

Kenstantines N Fountoulakis'”, Areti Angeliki Veronikr’, Melina Siameul® and Hans-Jrgen Maller*

No role for initial severity on the efficacy of
antidepressants: results of a multi-meta-ana
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Lancet 2018; 391: 1357-66 u Lancet 2018; 391: 1357-66
Comparative efficacy and acceptability of 21 antidepressant Comparative efficacy and acceptability of 21 antidepressant
drugs for the acute treatment of adults with major depressive drugs for the acute treatment of adults with major depressive
disorder: a systematic review and network meta-analysis disorder: a systematic review and network meta-analysis

Andrea Ciprian, Toshi A Furukowa, Georgia Salanti®, Anna Chaimani, Lauren 2 Atkinson, Yusuke Ogawa, StefanLeucht, Henricus G Rube,
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The relative efficacy of antidepressants compared with
placebo is also shown for remission (appendix
pp 152, 153). The random-effects summary SMD for all 70! :
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Anti-depressants: Major study finds
they work

By Alex Thertien
Heal 3

Dr Andrea Ciptianisss

Scientists say they have settled one of medicine's biggest debates after a
huge study found that anti-depressants work.

Lead researcher Dr Andrea Cipriani, from the University of Oxford, told the BBC
"This study is the{final answer to a long-standing controversyJabout whether anti-
depressants work for depression.

STAR*D

47

L] (Psychiatric Sercives 60:1439-1445, 2009)
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What Did STAR*D Teach Us? Results
From a Large-Scale, Practical, Clinical
Trial for Patients With Depression

Bradley N. Gaynes, M.D., M.P.H.
Diane Warden, Ph.D., MB.A.
Madhukar H. Trivedi, M.D.
Stephen R. Wisniewski, Ph.D.
Maurizio Fava, M.D.

A. John Rush, M.D.

Celexa

STAR'D results

Level 1 outcomes

A total of 2,876 individuals with ana-
lyzable data completed level 1 treat-
ment. Measurement-based care was
feasible and led to an average citalo-
pram dosage of greater than 40 mg
per day, indicating that high-quality
care was delivered in these real-world
settings. Remission rates were 27% as
measured by HAM-D and 33% as
measured by QIDS-SR, and response
rates were 47% as measured by
QIDS-SR. For those whose symp-
toms remitted, the mean time to re-

48

National Institute
of Mental Health

Questions and Answers about the
NIMH Sequenced Treatment
Alternatives to Relieve Depression
(STAR*D) Study — All Medication
Levels

November 2006

In conclusion, about half of participants in the STAR*D study

became symptom-free after two treatment levels. Over the course

of all four treatment levelsjalmost 70 percent pf those who did not

withdraw from the study became symptom-free. However, the rate
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The STAR*D study:
Treating depression in the real world

BRADLEY N. GAYNES, MD, MPH*  A. JOHN RUSH, MD* MADHUKAR H. TRIVEDI, MD"

Assodate Professor of Peychiat. Universty of Unieesny of Toras Scuthwestom Medical Cantar  Univeesityof Jxas Scuthwestem Mecical Centor
0 ool 5 of Psphiaty:National
Poychiaty; Prinopal iwestigatos STAR'D sty STAR"D stoy

Degressin (STAR"D) study

STEPHEN R. PhD"  DONALD SPENCER, MD, MBA®  MAURIZIO FAVA, MD*

Univesity of Pitisburgh Schost of Medicine, Univessity , Bastorg

0 o oy, Data Instgator Investigator, STAR'D.
Coordinatiog Cente, STARD stuy STAR"D study stwdy

e For patients who present with major
depressive disorder, STAR*D suggests that
with tence and aggressive yet feasible
care, after one round, approxi-
mately 30% will have a remission; after two
rounds, 50%; after three rounds, 60%; and
after four rounds, 70%.

The theoretical cumulative remission rate
after four acute treatment steps was 67%.

o Psychiatry 2015:60(1)9-13
The STAR*D Trial: It Is Time to Reexamine the Clinical Beliefs
That Guide the Treatment of Major Depression

H Edmund Pigott, PhD'

treatment effects is even paltrier. Only 2.7% of patients had
a QIDS-SR determined remission after up to 4 rounds of AD
drug care and neither relapsed nor dropped out as evidenced
by taking at least 1 of the months 10-to-12 QIDS-SR
telephonic assessments and not scoring as having relapsed
in any of the 12 monthly administered assessments.
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Lancet Psychiatry 2019; 6:903-14
The clinical effectiveness of sertraline in primary care and
the role of depression severity and duration (PANDA):
a pragmatic, double-blind, placebo-controlled randomised
trial

4[ Primary outcome endpoint: depressive symptoms at 6 weeks ]7

= PHQ-9 (primary) “' BDMI (secondary)
Group-by-time interaction, p = 0.09 Group-by-time interaction, p = 0.015

e
5
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NEWS

Sertraline: Antidepressant works 'by
reducing anxiety symptoms first'

A pi ribed idep! reduces anxiety first and has a
smaller effect on depressive symptoms weeks later, a study suggests.

Researchers at University College London said it made people feel better but
worked in unexpected ways.

Their trial involved 653 UK patients, half of whom were given sertraline and
the other half a placebo (dummy pill).

Psychiatrists say the findings are reassuring for doctors and patients,
confirming the benefits of treatment.
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Antidepressants: Examples of Possible

Side Effects

Relatively m usually short-lived

* Diarrhea ¢ Nausea
* Dizziness * Sweating
* Dry mouth ¢ Tremors
* Headaches

More serious. Can be dangerous.

May need to switch drugs if they persist.

* Drowsiness or confusion o Loss of libido, difficulty

* Feeling of panic or dread gchieving erections, inabil-
* Increased thoughts of ity to reach G
suicide * Nervousness and agifation

Weight gain

* Insomnia

WARNING: Suicidality and Antidepressant Drugs
See full prescribing information for complete boxed warning.

+ Increased risk of suicidal thinking and behavior in children,
adolescents, and young adults taking antidepressants for major
depressive disorder (MDD) and other psychiatric disorders. Cymbalta
is not approved for use in pediatric patients (5.1).
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So, what about exercise?

PLOS mepicne 2008 | Volume 5 | Issue 2 | ed5

Initial Severity and Antidepressant
Benefits: A Meta-Analysis of Data Submitted
to the Food and Drug Administration

rving Kirsch ", Brett J. Deacon’, Tonia B. Huedo-Medina’, Alan Scoboria®, Thomas 1. Moore®, Blair T. Johnson®

°

N

a
Drug A
N
- == Placebo a

©
s
3
§2
g
&
E - o

Irving Kirsch
2 Clinically °
& Significant e @
Difference
°
s
16 20 24 28 32
Initial Severity (Baseline HRSD)

57

58




JAMA. 2010:303(1).47-53 n _
Selective Publication of Antidepressant

Trials and Its Influence on Apparent Efficacy

N Engl ) Med 2008;358:252-60.

~
Antidepressant Drug Effects

and Depression Severity
A Patient-Level Meta-analysis

, Eftihia Linardatos, B.S
anthal, Ph.D

Erick H. Turner, M.D., Annet

Robert A Tell, L.C

Figure 2. Observed and Estimated Change in HDRS Scores Following Treatment With ADM

and Placebo Published
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2 . 94% of the trials conducted were positive. By contrast, the FDA analysis showed that
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. & 0o o that the increase in effect size ranged from 11 to 69% for individual drugs and was

32% overall.
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" N Engl | Med 2008;358:252-60. "
Selective Publication of Antidepressant Stepped (Collaborative) Care Approach
Trials and Its Influence on Apparent Efficacy
Antidepressants
Serzone +69%
Zoloft +64%
Remeron +61%
Wellbutrin SR +55% J P )
Paxil +40%
Cymbalta | S +33% Antidepressants
OVERALL MEAN | 30/,
Effexor +28% &
Effexor XR +27% SUBH Mild Moderate
Celexa +25% 4 ‘ o
Lexapro +16%
Prozac +14% “Low i ity tr ” (including physical activity)
Paxil CR +11%
o 01 02 03 04 05 06 07
Inflation of apparent efficacy (effect size) Cognitive Behavioral Therapy (CBT)
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National Institute for
Health and Care Excellence

National Institute for
Health and Care Excellence

NIC NIC

“Stepped Care Model”

WMedicaton,
oombined
treatments, ECT

Stop 5: Inpatient

Risk to e, severe self
care, criss teams negiect

Step 4: Mental health

‘speciansts ncluding yocal and paychob.

e teams depression. and those 2t
swnficant rak

Madication, complex

Moderate of severe.
depression

Medicaton, psychoiogica
Interventions, social support

‘Step 3: Primary care team,
pmary care mental heath

top 2: Primary care feam. Wi Gapresson
primary care mental health worker
Recognaon ‘Assessment

| Step 1: GP. practios nurse
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National Institute for
Health and Care Excellence

NIC

7.5 RECOMMENDATIONS

Low-intensity psychosocial interventions

7.5.1.1  For people with persistent subthreshold depressive symptoms or_mild to
moderate depression, consider offering one or more of the following
ventions, guided by the person’s preference:
® individual guided self-help based on the principles of cognitive behav-

ioural therapy (CBT)

® computerised cognitive behavioural therapy (CCBT)
® astructured group physical activity programme.

7.5.1.4  Physical activity programmes for people with persistent subthreshold

symptoms or mild to moderate depression should:

® be delivered in groups with support from a competent practitioner

® consist typically of three sessions per week of moderate duration (45
mi

depressiv

tes to | hour) over 10 to 14 weeks (average 12 weeks).

JAMA Psychiatry. 2022:79(6):550-559
Association Between Physical Activity and Risk of Depression
A Systematic Review and Meta-analysis
Matthew Pearce, PhD; Leandro Garcia, PhD; Ali Abbas, PhD; Tessa Strain, PhD; Felipe Barreto Schuch, PhD;

Rajna Golubic, PhD; Paul Kelly, PhD; Saad Khan, MB,BChir: Mrudula Utukuri. MB,BChir; Yvonne Laird, PhO;
Alexander Mok, PhD; Andrea Smith, PhD; Marko Tainio, PhD; Seren Brage, PhD; James Woodcock, PhD

Figure 1. Association Between Physical Activity and Incidence

of Depression
10 191,130 participants
28,806 depression events
0.9 2,110,588 person-years

Relative risk
o
<

0 5 10 15 20 25 30 35
Physical activity, mMET-h/wk
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Meta-Analyses: Effects of Exercise on Depression

Standardized Mean Difference (SMD)

Exercise as medicine for depressive symptoms? A
systematic review and meta-analysis with meta-
regression

Andreas Heissel " Darlene Heinen © ' Luisa Leonie Brokmeier @'
Nora Skarabis,' Maria Kangas ® ,* Davy Vancampfort @ ,? Brendon Stubbs @ ,*
Joseph Firth © ,° Philip 8 Ward @ ° Simon Rosenbaum @ ,” Mats Hallgren © 2

Felipe Schuch @ 10! —
. — )
= 41 RCTs
= 2,544 participants
= SMD; = -0:946
| L=  SMD, =1-0.71:7
Tl
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General Hospital Psychiatry 49 (2017) A1-AS
Exercise as antidepressant treatment: Time for the transition from trials to
clinic?

Panteleimon Ekkekakis™ , Martino Belvederi Murri®

Compared to pill placebo

Cogitive Behanices Tharagy
0 FDA dera, n=2)

in=10)

Antoprassants
ine38)

Exercise
in=2)

18

a2

Stardardizad Mesn Diflererce

035 o

Australian and New Zealand Journal of Psychiatry 2007; 41:32-37]

Judged effectiveness of differing antidepressant
strategies by those with clinical depression

Gordon Parker, Joanna Crawford

Survey of 2,692 respondents with a
clinically diagnosed depressive episode
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@SIGN

Scottish Intercollegiate Guidelines Network

Structured exercise may be considered as a treatment option for patients with
depression.

Trimbos

instituut

Netherlands Institute of Mental Health and Addiction

In patients who report with mild depression {non-suicidal, non
peychotic), with a first episode of less than 3 months, physical effort
o physical activity should be considered as first-stop intervention

If after a period of 3 months with physical exertion or physical
activity no or insufficient effect appears, another intervention should
be considered.

In patients who report with mild depression (non-suicidal, non
psychotic), with a first episods lasting more than 3 months or a
rolapsa, should be given

or physical activityto the basic interventions

In patients who report with a (moderately) severe depression [non-
suscidal, non-paychotic), with a first episode or recurrence,
consideration should be given to adding physical exertion or
physical activity to the basic interventions.
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Canadian Network for Mood and Anxiety
Treatments (CANMAT) 2016 Clinical
Guidelines for the Management of

Adults with Major Depressive Disorder:
Section 5. Complementary and Alternative
Medicine Treatments

Arun V. Ravindran, PhD', Lynda G. Balneaves, PhD',

Guy Faulkner, PhD?, Abigail Ortiz, MD, MSc®, Diane Mcintosh, MD*,
Rachel L. Morehouse, MD®, Lakshmi Ravindran, MD',

Lakshmi N. Yatham, MB, MBA (Exec)*, Sidney H. Kennedy, MD',
Raymond W. Lam, MD‘ Glenda M. MacQueen, MD PhD

Roumen V. Milev, MD, PhD’, Sagar V. Parikh, MD'",

and the CANMAT Depresslon Work Group

Table 2. Sunmary of Recommendarions for Physical and Mediative Treatments.
Intervention Indication Recommendation  Evidence  Monatherapy or Adunctive Therapy
Exercise HMid ta maderate MDD First Ine Level | Monotherapy
Moderate o severe MDD Secand line Level | Adjunative
— = —

Canadian Journal of Psychiawy 2016, Vol. 1(9) 576-587)

Royal Australian and New Zealand
College of Psychiatrists clinical practice
guidelines for mood disorders

The main objective of treatment is the complete remission of depressian
with full functional recovery and the development of resilience

- Taper and cease any agents that can potentially lower moad
Institute sleep hygiene

- Implement appropriate ifestyle changes e g smoking cessation
adopt regular exercise and achieve a healthy diet

- Address substance misuse f relevant

IF STEP O INSUFFICIENT
FORMULATION.

GENERIC PSYCHOSOCIAL

E PSYCHOLOGICAL PHARMACOTHERAPY
- Psychoeducation family,  + THERAPY Firstlina
Fnends‘ arfw!;ff’ t |- Cognitive Benavioural || - 55RIs. NaSShs, NDRIs,
ov ntensty merventons | Tnerag, (o) SHRls. NARIS,

a8 & New Zeatand Journal of Peychiatry 2015, Vol 49(12) 10871206
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European Psychiatry 54 (2018} 124-144
EPA guidance on physical activity as a treatment for severe mental
illness: a meta-review of the evidence and Position Statement from the
European Psychiatric Association (EPA), supported by the International
Organization of Physical Therapists in Mental Health (IOPTMH)
Brendon Stubbs™*, Davy Vancampfort®, Mats Hallgren®, Joseph Firth®',
Nicola Veronese®, Marco Solmi", Serge Brand"', Joachim Cordes', Berend Malchow™,
Markus Gerber', Andrea Schmitt™", Christoph U. Correll””, Marc De Hert',
Fiona Gaughran™”, Frank Schneider®, Florence Kinnafick', Peter Falkai™,
Hans-Jiirgen Méller™, Kai G. Kahl"
recommendations. For MDD, consistent evidence indicated that PA can improve depressive symptoms e
versus control conditions, with effects comparable to those of antidepressants and psychotherapy. PA | N i
can also improve cardiorespiratory fitness and quality of life in people with MDD, although the impact M e
on physical health outcomes was limited. There were no differences in adverse events versus control "
condi s. For MDD, larger effect sizes were seen when PA was delivered at moderate-vigorous
intensity and supervised by an exercise specialist. For schizophrenia-spectrum disorders, evidence
European Psychiatric Association
L] BMC Family Practice 2014, 15:5
Stepped care for depression is easy to
recommend, but harder to implement: results
of an explorative study within primary care in
the Netherlands
Marleen LM Hermens'”, Anna Muntingh ', Gerdien Franx', Peter T van Splunteren’ and Jasper Nuyen
lifestyle advice (e.g. on healthy diet and exercise).
Patients were seldom referred to group courses
or to running therapy. E-health interventions
were provided sparsely by both the GPs and the
" JEE " JEE
mental mental
health health
foundation foundation
Figure 2: GP preferred choices of treatment for patients with
mild or moderate depression
Figure 1:GP perceptions of the effectiveness of exercise and antidepressants ————
for patients with mild or moderate depression 100 O Third choice

B Antidepressants
B Exercise programme

40
EXErCISt

effective” for mild or /
moderate depre :v]ur/

Percentage of GPs responding
5
1

Very Quite  Notvery Notat
effective effective effective all
effective
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U Nuffield Health

er 2013

Healthcare charity calls for all GPS fo consider exercise

cent) said ill health affected their mood. When asked about treatment, just one per cent of
those visiting their GP were recommended exercise as a way to alleviate symptoms.
compared to deg = ammon freatment - medication.

ADs prescribed 46% oo medicatn
to 1% over exercise...

...but only 4% say they
prefer ADs to exercise

83

) http://Ekkekakis.org
@Ekkekakis
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