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DEFINING TREATMERESISTANCE
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Remission Rate

Remission Rates for Depression
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Defining TRD by treatment options
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1° Care CMHT Specialist Affective
Disorders Service
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MANAGING PATIENTS WITH TRD

Structuring approaches to the most refractory
patients
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Risk factors for TRD

A 5 SLINKE & a-a 2 VIS & & dmatment issues

I Atypical I Poor adherence
i Psychotic Wt aSdzR2NBaAauly
i Bipolar I Delay in treatment
A Comorbidities A Demographics
I (Covert) substance misuse I Early age of onset
i Anxiety disorders I Female sex, older patients,

lower SE status, family history

I Nonsupportive environment,
family stress, multiple losses,
work dysfunction

¢ Personality disorders

¢ Physical illness (inc.
undisclosed/ undiagnosed)
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General principles

1. Assessment and investigations

2. Instillation of hope, education, collaboration
- Involve carers
- general support/CPN

3. Psychotherapy
- cognitive strategies
-CBT, IPT

4. Develop Psychopharmacological plan

- clear strategy

- avoid polypharmacy

- care with changeovers
- adequate trial

5. Monitor response assiduously and objectlvelx $

\i\
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Time course: how long Is an
adequate trial?

100 4= A4-14% extra

- \ response —~-placebo
o 90 _ |
= 80 \'\between 6 and 12w mianserin
S \ sertraline
UQ) 70
O 60 —
é \ . . .
o 950 —
< 40
R

30 ! : , | | |
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Weeks

Malt, U. F., Robak, O. H., Madsbu, H. P., et al (199% Norwegian naturalistic treatment study of
depression in general practice (NORDEP). I: randomised double blindBW#$18 1186G1184.
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Finally

A Treat to remission

A &..our patients deserve every chance to reach
NEYA&daaArzyod W[ Saa Keé L
treatment of hypertensiog
I John Rush, 2007
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Recovery

Remission \
Asymptomatic \ Relapse Recurrence

|
Response ﬂl 0 ;
Symptoms \} \!
2 \ 2
Syndrome
y \ YN \
B
Treatment Phases Acute Continuation Maintenance
12 Weeks 4-9 Months 1 Year or More

Kupfer, D. J. (1991)ongterm treatment of depressionJournal of Clinical PsychiatB2
(Suppl) 28-34.



The treatment Cycle

___________________

Consider next /
) . i Baseline
option & discuss — * - praagurements
with patient : :
>

Review diagnosis,
concordance, etc.

Introduce Drug
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Cumulative Proportion of
Participants Without Relapse

Step 1

N=1,475 803 529 347 18
Step 2

N 622 300 190 115 29
Step 3

N 102 37 22 15 3
Step 4

N 19 20 12 9 2

lfotal

N=2,248 1,160 753 4186 132

1.0

.6

4] 3 8] 9 12

Months in Follow-Up

Outcome of
STAR*D:
relapse

Entry: 80% recurrent or
chronic depression.

Mean episodes=6
Mean duration=25 months

Rush, A. J., Trivedi, M.

H., Wisniewski, S. R., et al (200&¢ute
and LongeiTerm Outcomes in
Depressed Outpatients Requiring One or_,.
Several Treatment Steps: A STAR*D =
Report.American Journal of RC ¢

Psychiatry163, 19051917. PSYCH

ROYAL COLLEGE OF
PSYCHIATRISTS




HDRS

TRD: Do something

Continuation of same dose sertraline

Baseline Response Response
25 0% ~ (vs baseline)
\ ——sert 100mg + plac 72%

15
sertraline
10 50M G 100Mg —
5 1 1 1 1 1 1
0 2 4 6 8 10 12

Weeks

Licht, R. W. & Qvitzau, S. (200Reatment strategies in patients with major depression not responding toliimstsertraline treatment. A
randomised study of extended duration of treatment, dose increase or mianserin augmensipgchopharmacology 61, 143151.



OPTIMISING ASSESSMENT AND
TREATMENT

Useful tools for clinical practice
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Useful tools

o0/

Ratingtreatment resistance  ATHF, MG+b

Screening for bipolar disorder MDQ
Monitoring symptoms IDSSR
Assessing quality of life EQS5D

Recording treatment trials TrialProforma
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Assessment of treatment
resistance
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Using the ATHF to define adequat:
trials

I. TCA/Heterocyclics
A.  Amitriptyline (Elavil, Endep), imipramine (Tofranil), desipramine (Norpramin, Pertofrane), trimipramine (Surmontil),

clomipramine (Anafranil), maprotiline (Ludiomil), doxepin (Sinequan, Adapin), nomifensine.

By dosage:
1  Anydrug <4 wks or any drug <100 mg/day Inadequate
2 4 wks or more and 100-199 mg/day
3 4 wks or more and 200-299 mg/day
4

4 wks or more and 300 mg/day or greater

Adequate

By blood level: imipramine and desipramine only; levels take precedence
4 4 wks or more and DMI level = 125 ng/ml
4 4 wks or more and IMI + DMI = 225 ng/ml

Sackeim, H. A. (200The definition and meaning of treatmengsistant depression.
Journal of Clinical Psychiat62 (Suppl 16), 147.
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Table 2. Massachusetts General Hospital (MGH) Sta\ /é7
V

Method to Classify Treatment-Resistant Depression

(1) Nonresponse to each adequate (at least 6 weeks of an adequate
dose of antidepressant) trial of a marketed antidepressant generates
an overall score of resistance (1 point per trial)

(2) Optimization of dose, optimization of duration, and augmentation/
combination of each trial (based on the MGH or Antidepressant
Treatment Response Questionnaire) increase the overall score (.5
point per trial per optimization/strategy)

(3) ECT increases the overall score by 3 points

ECT, electroconvulsive therapy.

Fava, M. (2003Piagnosis and definition of treatmenésistant depressiorBiological
Psychiatry53, 649659.
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w=== MGH Total Score
150 === Thase & Rush Stage
___ ATHF Number of Adequate
- Treatments
g 7.5

T T T I T I

Primary Care Affective ECT Patients Tertiary Care VNS Anterior
Disorders Clinic Referral Cingulotomy
Category

Primary Care | Secondary Care | ECT | Tertiary Care | VNS | ACING
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Discriminant Validity of the MGH
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Screening for Bipolar Disorder

Brief Report

Development and Validation of a Screening Instrument for
Bipolar Spectrum Disorder: The Mood Disorder Questionnaire

Robert M.A. Hirschfeld, M.D.

Janet B.W. Williams, D.S.W.
Robert L. Spitzer, M.D.
Joseph R. Calabrese, M.D.
Laurie Flynn, B.S.

Paul E. Keck, Jr., M.D.
Lydia Lewis, B.A.

Susan L. McElroy, M.D.
Robert M. Post, M.D.
Daniel J. Rapport, M.D.
James M. Russell, M.D
Gary S. Sachs, M.D.

John Zajecka, M.D.

Objective: Bipolar spectrum disorders, which include bipolar 1,
bipolar 11, and bipolar disorder not otherwise specified, fre-
quently go unrecognized, undiagnosed, and untreated. This re-
port describes the validation of a new brief self-report screening
instrument for bipolar spectrum disorders called the Mood Dis-
order Questionnaire.

Method: A total of 198 patients attending five outpatient clin-
ics that primarily treat patients with mood disorders completed
the Mood Disorder Questionnaire. A research professional,
blind to the Mood Disorder Questionnaire results, conducted a
telephone research diagnostic interview by means of the bipo-
lar module of the Structured Clinical Interview for DSM-IV.

Results: A Mood Disorder Questionnaire screening score of 7
or more items yielded good sensitivity (0.73) and very good
specificity (0.90).

Conclusions: The Mood Disorder Questionnaire is a useful

screening instrument for bipolar spectrum disorder in a psychi-
atric outpatient population.

(Am J Psychiatry 2000; 157:1873-1875)
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Monitoring treatment response

A IDSSR
I 30-item selfreport scale covering all symptoms of DSW
depression (including atypical symptoms)
I Used in STAR*D trial
I Good validation and psychometrics; responsive to change
I Free to use

A EQ5D
I Fiveitem scale; quick to complete
I Seltreport measure of healtinelated quality of life
I Free to use
I Can be used to generate QALYs/ Cost per QALY



Version: 1.0 Last Updated: 17 July 2007

This form is © 2007 Advanced Interventions Service. It may be copied and distributed freely.

Max Course of treatment Maximum dose achieved
Trial 1 Dose
Number:
Date Started: Date Finished: Date Started: Date Finished:

Drug 1: Imipramine 250mg | 6/1/2007 15/5/2007 12/2/2007 29/3/2007
Drug 2:
Drug 3:
Adverse Effects. Please rate 1. Dl'y Mouth (2) 2. Constipation (4) 3. 4, 5.
from 1 (minimal) to 10 (severe):

6 7 8. 9 10
Response (please circle): Nane | Full Comments (e.g. timing of response): Initial gain lost after 28 weeks
Rating Scale Used (please None MADRS | BDI | IDS | CGI | Other (please specify)
circle):
Score on Entry: 24 pate: 6/1/2007 2 50% improvement? Y/N N
Score on Exit: 18 pate: 29/3/2007 HRSD-17 < 7 or MADRS < 10? Y/N N
Reason for discontinuation (1: Non-response; 2: Adverse Effects; 3: Patient choice; 4: Other — please specify): 1

Advanced Interventions Service | 2




CASE SCENARIOS

Managing TreatmenRefractory Depression
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Introduction

A All situations are based on a fictional patient
who has been referred to a CMHT after having
failed to respond to three different
antidepressants in primary care

A At many stages, there are options for
treatment which allow exploration of the
evidentiary support for each step

NHS @=Newcastle PSYCH
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Step #1

A 43-yearold woman
A 9-month history of moderate depression

A Two previous episodes, one possibly mild and
seltlimiting; the second treated successfully
to remission by GP

A Referred to CMHT with above history, and a
O2YYSyid GKIFIG akKS KI ay
antidepressants in primary care

NHS @=Newcastle PSYCH
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Step #1

A During this episode, she has had:
I Fluoxetine 20mg/ day for 5 weeks
I Citalopram 20mg/ day for 4 weeks
I Paroxetine 20mg/ day for 3% wee

Her HRSD score Is 21 and her BDI score is 3(

Her previous episode responded well to a
tricyclic (exact one unknown)

o I

NHS Newcastle P SYCH
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Step #1

A Options:

1. Extend the duration of the trial
2. Increase the dose
3. Switch to a different drug

\/
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Step #1

A Persisting with current drug for longer

I The STAR*D study demonstrated that patients
were still responding after 12 weeks

i¢KS Rdz2N> GA2Y 2F |y Wl R!
drug companies suggesting 4 weeks, and some
researchers suggesting 12 weeks.

I Longer trials are recommended in the elderly, in

those with personality disorders, and comorbid
conditions.

RC X7
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How long Is an adequate trial?

=
o

- Sertraline = Mianserin = Placebo

. ] —
o Pz

(o p]
=

Responders (%)

30 Between 6
12
20 weeks, there
10 was 414%
extra
0 response.

0 1 2 4 6 8 12 16 20 24

Weeks of treatment

Clinical remission of patients with depression treated with good
clinical management and sertraline, mianserin, or placebo (intention
to treat; n=372)

Malt, U. F., Robak, O. H., Madsbu, H. P., et al (1998 Norwegian naturalistic

treatment study of depression in general practice (NORDEP). I: randomised double blind
study.BMJ 318, 11861184.



Evidence Summary: Optimising dose
and duration

Level of Evidence

Optimise I 2 |

Anderson, I. M., Ferrier, I. N., Baldwin, R. C., et al (2@®83encebased guidelines for treating
depressive disorders with antidepressants: A revision of the 2000 British Association for
Psychopharmacology guidelindaurnal of Psychopharmacolo@?, 343396.

Kennedy, S. H., Lam, R. W., Cohen, N. L., et al (Z0@iral guidelines for the treatment of
depressive disorders. IV. Medications and other biological treatm@aradian Journal of
Psychiatry46 Suppll), 38S58S.

American Psychiatric Association (200@actice guideline for the treatment of patients with
major depressive disorder (revisio®merican Journal of Psychiatfiyp7, 1-45.

NHS Newcastle PSYCH
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Step #2

A After optimising the current drug, there is no
response

A Eventually, the patient agrees to your
recommendation that you switch the drug.
However, you have to consider the following:

1. Within-class
2. Betweenclass
RC ‘*U\
&ﬂé = Newcastle PSYCH
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A VERY limited data, even for second line treatment

A Treatment of SSRResistant Depression: A Mefmalysis

Comparing WithinVersus Acros€lassSwitches(Papakostas
et al. 2008)

I Data fromfour clinical trials 1§ = 1496
I Patients randomized to switch toren-SSRantidepressant
(bupropion, mirtazapine, venlafaxine$ second SSRI

A Out of class more likely to experience remissinisk ratio = 1.29, p =
.007).

A Remission rates 28% (for n@BRIs) and 23.5% (for SSRIS).
A NNT = 2ZNB NICE suggest should be < 10)
A N.B.No difference in response rates

\\\\‘ ,

f*\\*
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Betweenclass or withirclass?

Poirier and Boyer, 1994

Lenox-Smith et al, 2001

j

Thase et al, 2001

Rush et al, 2006

Favors within-class switch Favors across-class switch

Combined

1 5 1 5 10
Risk Ratio

Papakostas, G. I., Fava, M. & Thase, M. E. (208&3tment of SSRésistant depression:
a metaanalysis comparing withiiversus acrosslass switche®iological
Psychiatry63, 699704.



Evidence Summary: Switching

Switch Level of Evidence

BAP CPA APA
SSRI to SSRI -1 2 -
SSRio Venlafaxine I 1 -
SSRI to TCA | 2 -

2Based on published trials. Supremacy/ehlafaxinauncertain.
b |n hospitalised patients

NHS Newcastle
S~ o) University
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Step #3

A The patient has failed to respond more than
one SSRI and a TCA, all at adequate doses/
durations.

A Your options include:

1. Switch to a different antidepressant
2. Augment

. NHS ==/ Newcastle PSYCH
e @ ersiy AR



Step #3: Switch or Augment?

AwSTE SOGAYyT OftAYyAOl T 1L
A Switch when:

I High levels of adverse effects

I No response after adequate trial
A Augment when:

I Good tolerance of drug
I Some evidence of response/ partial response

Wisniewski, S. R., Fava, M., Trivedi, M. H., et al (2003eptability of secondtep treatments to
depressed outpatients: a STAR*D repémnerican Journal of Psychiatiy64, 753760.



Step #3

Your next step Is:

1. Switch toVenlafaxine

RV E QP
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Step #3

A You switch to Venlafaxine:

I This drug results in a number of adverse effects
(headaches, nausea, sexual SFX) and you are onl
able to get up to a dose of 150mg per day

A Are there options for managing adverse
effects?

RC “U \\‘
e et s
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Step #3: Managing SFX

A Potential approaches to managing adverse
effects with Venlafaxine include:

I Trazodone (especially if sexual side effects are
present)

FaANIFTFLAYS oW/ I fAT2NY,
I Buspirone for bruxism (Jaffex al, 2000)

Jaffee M. S. &Bostwick J. M. (2000Buspironeas an Antidote to/enlafaxinelnducedBruxism
Psychosomaticg,l, 535536.



Step #3: High doséenlafaxine

A Although often used, unequivocal evidence of
greater effectiveness Is absent

A52aSa 020S onnY3a R2y Qi
benefit (Harrisoret al, 2004)
A There is anecdotal evidence for benefit

A Blood pressure monitoring is recommended above
doses of 300mg/ day (see: Thase, 1998)

A The NICE guideline recommendation for ECG
monitoring was amended in 2007

Harrison, C. L., Ferrier, N. & Young, A. H. (20@¢rability of highkdosevenlafaxinen depressed
patients.Journal of Psychopharmacologg, 200204.



Figure 3. Cumulative Percentage of Patients Developing Sustained Blood Pressure Elevation During Acute Phase Therapy

10

60% of those o | Venlafaxine> 300mg/ day
| who developed J*"#
e hypertension -
o developed it in =
2 "1 the first two A @ Placebo
3 /’ M Venlafaxine <100 mg (N = 898)
o Q. A Venlafaxine 101-200 mg (N = 1243)
3 . r O Venlafaxine 201-300 mg (N = 479)
g | ® Venlafaxine >300 mg (N = 186)
§ « .
= o—p—————
g ° M’J’
g 7#(: J_/!f—"——""'__*
—
s
1I5||I-E:D11I!E:'5|II\IE}DIIIIGISIIII4TD-IrI1415r1||51|}||||5:5rlllﬁlﬂ

Days on Treatment

Thase M. E. (1998kffects ofvenlafaxineon blood pressure: a metanalysis of original data from
3744 depressed patientdournal of Clinical Psychiatbg, 502508.



Step #3

A A prolonged trial oVenlafaxingand
Mirtazaping is ineffective

A Options include:

1. Augment with Lithium
2. Augment with T3
3. Augment with ETryptophan

RC &%
NHS == Newcastle PSYCH
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(O

A You augment with Lithium 800mg/ day

A After six weeks (and levels in the therapeutic
range) the patient is complaining of feeling no
better

A She also has some weight gain and complains

of lethargy, poor concentration, and memory
problems

NHS Newcastle
N, e/ + University

ROYAL COLLEGE OF
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augmentation?

ALT AldQa
on It?
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A One of the oldest augmenting agents

A Exact mechanism unknown:
I Inhibition of 5HT autoreceptors
I Increase in amtapoptotic factor BeR
I Inhibition of glycogen synthase kinaSdGSk3)
I Depletion of inositol
I Upregulation of glutamate reiptake

Shaldubina A.,Agam G. &Belmaker R. H. (2001Jhe mechanism of lithium action: state
of the art, ten years lateProgress itNeuraPsychopharmacology and Biological
Psychiatry, 25, 85866.



Lithium in TRD

Odds Ratio 95% CI

0.01 0.1 1 10 100
Study year n | f
Stein 1992 34 | ?
Zusky 1988 18 | ' '
Katona 1995 61| @ | -
Schopf 1988 27| | | ¢

Baumann 1996 24 | @ o |
Browne 1990 17

L ]

Kantor 1886 7

Heninger 1983 15 | |

[ Y T e

Joffe 1¢93 33 ; ;
overall 234 '
A L

Favors Placebo

Bauer, M. & Dopfmer, S. (1999jthium augmentation in treatmentesistant depression: meta
analysis of placeboontrolled studiesJournal of Clinical Psychopharmacoloby, 427434.



Lithium in TRD

Odds Ratio 95% ClI
0.01 0.1 1 10 100

Lithium-
n|: ] ; - | Dose (mgiday)
sa | T T || 280
50 | _'_“,_ 300-900
m o ﬂ‘r - | 400-800
138 | | | | | 600-800
162 | 800
7o | | ““‘,—“ | 900
186 | | ﬂ—'i*— - | 900

01| || A | 00200

234 | | | —*| = |900-1200

Favors Placebo FavorsLithium

Bauer, M. & Dopfmer, S. (1999jthium augmentation in treatmentesistant depression: meta
analysis of placeboontrolled studiesJournal of Clinical Psychopharmacoloby, 427434.



A High incidence of adverse effects and risk of
Inadvertent toxicity

A Toxicity in overdose

A Problems with poor adherence

I Up to 50% of patients only take it sporadically
(Scott, 2002)

I 50% of (elderly) patients will relapse on
discontinuation (Fahy, 2001)

A Requires blood monitoring

NHS 3= Newcastle PSYCH
=~ W University SYC
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(O

A The patient does not respond to six weeks
augmentation of Lithium

A After a norresponse to Lithium, you consider
other options:

1. Augment with T3skip If already tried!)
2. Augment with ETryptophan
3.LOYS UNASR UKSY |

NHS Newcastle
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A You agree to try T3 (and withdraw the lithium
over 34 weeks because of adverse effects)

A However, you are unsure of how to start T3
FYR 6KFEG Y2YAU2NRAY 3T )

NHS Newcastle Psy H
\-\,-J + University OOOOOOOOOOOOOO
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A Response does not depend on baseline TFTs
(Joffe, 1993)

A For patients failing to respond to 2 ADs
(Nierenberg, 2006):
I Patients randomised to T8%62) or Lithium
(n=65)
I higher remission rates than lithium augmentation
(24.7% vs 15.9%; N.S.)

I More adverse effects and drequts In lithium
group



A Caution if on T4 (will probably have to reduce
T4 at same time as starting T3)

A Check baseline TFTs and perform ECG
A Start on 20 micrograms/ day

A If no benefit/ SFX after-2 weeks, can
Increase to 40 micrograms/ day

A Monitor regularly (e.g. Fortnightly) for SFX of
hyperthyroidism

A Response usually evident within 6 weeks



T3 and bone density

Main Outcome measure is risk of fracture.

Bauer, D. CEttinger, B.,Nevitt, M. C., et al (2001Risk for fracture in women with low serum
levels of thyroidstimulating hormone Annals of Internal Medicind34, 561568.




