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DEFINING TREATMENT-RESISTANCE
/ŀƴ ǿŜ ǎŀȅ ǿƘŜǊŜ ¢w5 ǎǘŀǊǘǎ ŀƴŘ ΨƴƻǊƳŀƭΩ ŘŜǇǊŜǎǎƛƻƴ ŜƴŘǎ?
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Defining TRD by treatment options
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MANAGING PATIENTS WITH TRD
Structuring approaches to the most refractory 
patients
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Risk factors for TRD

Å 5ŜǇǊŜǎǎƛƻƴ άǎǳō-ǘȅǇŜǎέ
ï Atypical

ï Psychotic

ï Bipolar

Å Comorbidities
ï (Covert) substance misuse

ï Anxiety disorders

ς Personality disorders

ς Physical illness (inc. 
undisclosed/ undiagnosed)

ÅTreatment issues
ïPoor adherence ς
ΨtǎŜǳŘƻǊŜǎƛǎǘŀƴŎŜΩ

ïDelay in treatment

ÅDemographics
ïEarly age of onset

ïFemale sex, older patients, 
lower SE status, family history

ïNon-supportive environment, 
family stress, multiple losses, 
work dysfunction
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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 objectively



Time course: how long is an 
adequate trial?
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Finally

ÅTreat to remission

Åά...our patients deserve every chance to reach 
ǊŜƳƛǎǎƛƻƴΦ Ψ[Ŝǎǎ ƘȅǇŜǊǘŜƴǎƛǾŜΩ ƛǎ ƴƻǘ ǘƘŜ Ǝƻŀƭ ƻŦ 
treatment of hypertension.έ

ïJohn Rush, 2007



5ŜǇǊŜǎǎƛƻƴΥ ¢ƘŜ р wΩǎ

Asymptomatic

12 Weeks 4-9 Months 1 Year or More

Symptoms

Syndrome

MaintenanceContinuationAcuteTreatment Phases

X

X
Response

Recurrence

Remission

Relapse

X

Recovery

Kupfer, D. J. (1991) Long-term treatment of depression. Journal of Clinical Psychiatry, 52
(Suppl), 28-34.



The treatment cycle
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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 (2006) Acute 
and Longer-Term Outcomes in 
Depressed Outpatients Requiring One or 
Several Treatment Steps: A STAR*D 
Report. American Journal of 
Psychiatry, 163, 1905-1917.



TRD:  Do something
Continuation of same dose sertraline
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OPTIMISING ASSESSMENT AND 
TREATMENT
Useful tools for clinical practice
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Useful tools

Requirement Tool(s)

Ratingtreatment resistance ATHF, MGH-S

Screening for bipolar disorder MDQ

Monitoring symptoms IDS-SR

Assessing quality of life EQ-5D

Recording treatment trials Trial Proforma
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Assessment of treatment 
resistance



Using the ATHF to define adequate 
trials

Inadequate

Adequate

Sackeim, H. A. (2001) The definition and meaning of treatment-resistant depression. 
Journal of Clinical Psychiatry, 62 (Suppl 16), 10-17.



MGH-S

Fava, M. (2003) Diagnosis and definition of treatment-resistant depression. Biological 
Psychiatry, 53, 649-659.

Ψ!ŘŜǉǳŀǘŜΩ ƛǎ 
not defined in 

the MGH-S



! ŎƻƳǇŀǊƛǎƻƴ ƻŦ ΨǎǘŀƎƛƴƎΩ ƳŜǘƘƻŘǎ

Primary Care | Secondary Care | ECT | Tertiary Care | VNS | ACING
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MGH Scores across categories



<

Discriminant Validity of the MGH
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Screening for Bipolar Disorder



Monitoring treatment response

ÅIDS-SR

ï30-item self-report scale covering all symptoms of DSM-IV 
depression (including atypical symptoms)

ïUsed in STAR*D trial

ïGood validation and psychometrics; responsive to change

ïFree to use

ÅEQ-5D

ïFive-item scale; quick to complete

ïSelf-report measure of health-related quality of life

ïFree to use

ïCan be used to generate QALYs/ Cost per QALY
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CASE SCENARIOS
Managing Treatment-Refractory Depression
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Introduction

ÅAll 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

ÅAt many stages, there are options for 
treatment which allow exploration of the 
evidentiary support for each step
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Step #1

Å43-year-old woman

Å9-month history of moderate depression

ÅTwo previous episodes, one possibly mild and 
self-limiting; the second treated successfully 
to remission by GP

ÅReferred to CMHT with above history, and a 
ŎƻƳƳŜƴǘ ǘƘŀǘ ǎƘŜ ƘŀǎƴΩǘ ǊŜǎǇƻƴŘŜŘ ǘƻ ǘƘǊŜŜ 
antidepressants in primary care
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Step #1

ÅDuring this episode, she has had:

ïFluoxetine 20mg/ day for 5 weeks

ïCitalopram 20mg/ day for 4 weeks

ïParoxetine 20mg/ day for 3½ weeks

ÅHer HRSD score is 21 and her BDI score is 30

ÅHer previous episode responded well to a 
tricyclic (exact one unknown)
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Step #1

ÅOptions:

1. Extend the duration of the trial

2. Increase the dose

3. Switch to a different drug
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ÅPersisting with current drug for longer

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

ï¢ƘŜ ŘǳǊŀǘƛƻƴ ƻŦ ŀƴ ΨŀŘŜǉǳŀǘŜΩ ǘǊƛŀƭ ƛǎ ǳƴŎƭŜŀǊΣ ǿƛǘƘ 
drug companies suggesting 4 weeks, and some 
researchers suggesting 12 weeks.

ïLonger trials are recommended in the elderly, in 
those with personality disorders, and comorbid 
conditions.

Step #1



How long is an adequate trial?

Between 6-
12 

weeks, there 
was 4-14% 

extra 
response.

Malt, U. F., Robak, O. H., Madsbu, H. P., et al (1999) The Norwegian naturalistic 
treatment study of depression in general practice (NORDEP). I: randomised double blind 
study. BMJ, 318, 1180-1184.
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Evidence Summary: Optimising dose 
and duration

Level of Evidence

BAP CPA APA

Optimise I 2 I

Anderson, I. M., Ferrier, I. N., Baldwin, R. C., et al (2008) Evidence-based guidelines for treating 
depressive disorders with antidepressants: A revision of the 2000 British Association for 
Psychopharmacology guidelines. Journal of Psychopharmacology, 22, 343-396.
Kennedy, S. H., Lam, R. W., Cohen, N. L., et al (2001) Clinical guidelines for the treatment of 
depressive disorders. IV. Medications and other biological treatments. Canadian Journal of 
Psychiatry, 46 (Suppl1), 38S-58S.
American Psychiatric Association (2000) Practice guideline for the treatment of patients with 
major depressive disorder (revision). American Journal of Psychiatry, 157, 1-45.
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Step #2

ÅAfter optimising the current drug, there is no 
response

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

1. Within-class

2. Between-class
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Switching antidepressants

ÅVERY limited data, even for second line treatment

ÅTreatment of SSRI-Resistant Depression: A Meta-Analysis 
Comparing Within- Versus Across-Class Switches(Papakostas 
et al. 2008)
ïData from four clinical trials (n = 1496) 

ïPatients randomized to switch to a non-SSRIantidepressant 
(bupropion, mirtazapine, venlafaxine) vs second SSRI
ÅOut of class more likely to experience remission(risk ratio = 1.29, p = 

.007). 

ÅRemission rates 28% (for non-SSRIs) and 23.5% (for SSRIs).

ÅNNT = 22(NB NICE suggest should be < 10)

ÅN.B. No difference in response rates



Between-class or within-class?

Papakostas, G. I., Fava, M. & Thase, M. E. (2008) Treatment of SSRI-resistant depression: 
a meta-analysis comparing within- versus across-class switches. Biological 
Psychiatry, 63, 699-704.
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Evidence Summary: Switching

Switch Level of Evidence

BAP CPA APA

SSRI to SSRI I-II 2 -

SSRIto Venlafaxinea I 1 -

SSRI to TCA b I 2 -

a Based on published trials. Supremacy of Venlafaxineuncertain.
b In hospitalised patients
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Step #3

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

ÅYour options include:

1. Switch to a different antidepressant

2. Augment



Step #3: Switch or Augment?

ÅwŜŦƭŜŎǘƛƴƎ ŎƭƛƴƛŎŀƭ ǇǊŀŎǘƛŎŜΧ

ÅSwitch when:

ïHigh levels of adverse effects

ïNo response after adequate trial

ÅAugment when:

ïGood tolerance of drug

ïSome evidence of response/ partial response

Wisniewski, S. R., Fava, M., Trivedi, M. H., et al (2007) Acceptability of second-step treatments to 
depressed outpatients: a STAR*D report. American Journal of Psychiatry, 164, 753-760.
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Step #3

Your next step is:

1. Switch to Venlafaxine
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Step #3

ÅYou switch to Venlafaxine:

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

ÅAre there options for managing adverse 
effects?



Step #3: Managing SFX

ÅPotential approaches to managing adverse 
effects with Venlafaxine include:

ïTrazodone (especially if sexual side effects are 
present)

ïaƛǊǘŀȊŀǇƛƴŜ όΨ/ŀƭƛŦƻǊƴƛŀƴ wƻŎƪŜǘ CǳŜƭΩύ

ïBuspirone for bruxism (Jaffee et al, 2000)

Jaffee, M. S. & Bostwick, J. M. (2000) Buspironeas an Antidote to Venlafaxine-Induced Bruxism. 
Psychosomatics, 41, 535-536.



Step #3: High dose Venlafaxine

ÅAlthough often used, unequivocal evidence of 
greater effectiveness is absent

Å5ƻǎŜǎ ŀōƻǾŜ оллƳƎ ŘƻƴΩǘ ŀǇǇŜŀǊ ǘƻ ƘŀǾŜ ƎǊŜŀǘŜǊ 
benefit (Harrison et al, 2004)

ÅThere is anecdotal evidence for benefit

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

ÅThe NICE guideline recommendation for ECG 
monitoring was amended in 2007

Harrison, C. L., Ferrier, N. & Young, A. H. (2004) Tolerability of high-dose venlafaxinein depressed 
patients. Journal of Psychopharmacology, 18, 200-204.



Thase, M. E. (1998) Effects of venlafaxineon blood pressure: a meta-analysis of original data from 
3744 depressed patients. Journal of Clinical Psychiatry, 59, 502-508.

Venlafaxine> 300mg/ day60% of those 
who developed 
hypertension 

developed it in 
the first two 

weeks
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Step #3

ÅA prolonged trial of Venlafaxine(and 
Mirtazapine) is ineffective

ÅOptions include:

1. Augment with Lithium

2. Augment with T3

3. Augment with L-Tryptophan
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Step #4

ÅYou augment with Lithium 800mg/ day

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

ÅShe also has some weight gain and complains 
of lethargy, poor concentration, and memory 
problems
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Step #4

Å²ƘŀǘΩǎ ǘƘŜ ŜǾƛŘŜƴŎŜ ŦƻǊ ƭƛǘƘƛǳƳ 
augmentation?

ÅLŦ ƛǘΩǎ ǎƻ ƎƻƻŘΣ ǿƘȅ ŘƻŜǎƴΩǘ ŜǾŜǊȅƻƴŜ Řƻ ōŜǘǘŜǊ 
on it?



Lithium

ÅOne of the oldest augmenting agents

ÅExact mechanism unknown:

ïInhibition of 5-HT autoreceptors

ïIncrease in anti-apoptotic factor Bcl-2

ïInhibition of glycogen synthase kinase-3 (GSK-3)

ïDepletion of inositol

ïUpregulation of glutamate re-uptake

Shaldubina, A., Agam, G. & Belmaker, R. H. (2001) The mechanism of lithium action: state 
of the art, ten years later. Progress in Neuro-Psychopharmacology and Biological 
Psychiatry, 25, 855-866.



Lithium in TRD

Bauer, M. & Dopfmer, S. (1999) Lithium augmentation in treatment-resistant depression: meta-
analysis of placebo-controlled studies. Journal of Clinical Psychopharmacology, 19, 427-434.



Lithium in TRD

Bauer, M. & Dopfmer, S. (1999) Lithium augmentation in treatment-resistant depression: meta-
analysis of placebo-controlled studies. Journal of Clinical Psychopharmacology, 19, 427-434.



ç

Lithium in clinical practice

ÅHigh incidence of adverse effects and risk of 
inadvertent toxicity

ÅToxicity in overdose

ÅProblems with poor adherence

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

ï50% of (elderly) patients will relapse on 
discontinuation (Fahy, 2001)

ÅRequires blood monitoring
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Step #4

ÅThe patient does not respond to six weeks 
augmentation of Lithium

ÅAfter a non-response to Lithium, you consider 
other options:

1. Augment with T3 (skip if already tried!)

2. Augment with L-Tryptophan

3. LΩǾŜ ǘǊƛŜŘ ǘƘŜƳ ŀƭƭΗ
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Step #4

ÅYou agree to try T3 (and withdraw the lithium 
over 3-4 weeks because of adverse effects)

ÅHowever, you are unsure of how to start T3 
ŀƴŘ ǿƘŀǘ ƳƻƴƛǘƻǊƛƴƎ ƛǎ ǊŜǉǳƛǊŜŘΧ



T3 (tri-iodothyronine)

ÅResponse does not depend on baseline TFTs 
(Joffe, 1993)

ÅFor patients failing to respond to 2 ADs 
(Nierenberg, 2006):

ïPatients randomised to T3 (n=62) or Lithium 
(n=65)

ïhigher remission rates than lithium augmentation 
(24.7% vs 15.9%; N.S.)

ïMore adverse effects and drop-outs in lithium 
group



Using T3

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

ÅCheck baseline TFTs and perform ECG

ÅStart on 20 micrograms/ day

ÅIf no benefit/ SFX after 2-3 weeks, can 
increase to 40 micrograms/ day

ÅMonitor regularly (e.g. Fortnightly) for SFX of 
hyperthyroidism

ÅResponse usually evident within 6 weeks



T3 and bone density

Bauer, D. C., Ettinger, B., Nevitt, M. C., et al (2001) Risk for fracture in women with low serum 
levels of thyroid-stimulating hormone. Annals of Internal Medicine, 134, 561-568.

Main Outcome measure is risk of fracture.


