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Disclosures
• I	have	received	honorarium	from	Aifred,	an	AI	company	for	
participating	in	a	clinical	trial
• There	is	no	relationship	with	this	session

• I	will	be	discussing	off-label	treatments



Objectives
• Define	and	recognize	TRD

• Understand	advantages	and	disadvantages	of	therapies	that	
have	proven	beneficial	in	TRD

• Understand	the	role	of	esketamine,	second	generation	
antipsychotics,	lithium	and	other	options



Overview
• Initial	treatment	of	depression	(CANMAT	guidelines)

• Next	step	strategies

• Treatment	resistant	depression

• Treatment	refractory	depression





Poll
• A	35	year	old	business	woman	presents	with	a	first	depressive	
episode	for	the	past	2	months	in	context	of	problems	in	family	
and	stress	at	work
• Depressed	mood,	crying	daily,	insomnia,	decreased	appetite,	
anxiety,	impaired	concentration,	death	wishes,	-ve rumination

• No	substance	use,	psychiatric	or	medical	comorbidity
• Significant	functional	impairment,	unable	to	work

• Which	of	the	following	treatment	options	would	you	chose?
• A)	SSRI
• B)	SNRI
• C)	Bupropion
• D)	Mirtazapine
• E)	CBT





Kennedy,	Can	J	Psychiatry,	2016

CANMAT	2016	guidelines



CANMAT	2016	guidelines

Kennedy,	Can	J	Psychiatry,	2016





Poll
• A	35	year	old	business	woman	presents	with	a	first	depressive	
episode	for	the	past	4	months
• Depressed	mood,	crying	daily,	insomnia,	decreased	appetite,	
anxiety,	impaired	concentration,	death	wishes,	-ve rumination

• Tried	sertraline	50	mg	x	4	wk then	increased	to	100	mg	x4	wk
• No	improvement

• Which	of	the	following	treatment	options	would	you	chose?
• A)	Switch	to	2nd SSRI
• B)	Switch	to	SNRI
• C)	Add	mirtazapine
• D)	Add	aripiprazole
• E)	Switch	to	CBT





Switching	vs.	Augmenting

Kennedy,	Can	J	Psychiatry,	
2016



Limited	evidence	to	support	switching

Bschor, J Clin Psychiatry 2016

??	MRT,	BUP,	VORT
could	be	exceptions



The	SUN☺D	Trial
• Open-label	randomized	(N=2011)

• Step	1	– sertraline	50	mg	vs.	100	mg	x	3	weeks
• ->	No	difference	in	outcomes	or	S/E

• Step	2		- non-resp	RND	to	1)	sertraline	vs.	2)	add	mirtazapine	
vs.	3)	switch	to	mirtazapine	x	6	more	wks
• ->	Small	benefit	to	both	add	MRT	or	switch	to	MRT	vs.	continuing	
sertraline	 (NNT	=	11	for	combo,	12	for	switch)

• ->	More	drop-outs,	but	not	more	side	effects	in	combo	and	switch
• ->	No	difference	between	the	combo	or	switch	groups

Kato,	BMC	Medicine,	2018.	103



The	VAST-D	Trial

■ N=1522, 85% male, 12 wk RCT
■ SSRI/SNRI/mirtazapine resistant MDD
■ Switch to bupropion vs add bupropion vs add 

aripiprazole
■ Small benefit for adding aripiprazole 

◻ NNT = 8 vs. switch; 12 vs. add bupropion
■ Aripiprazole group had:

◻ less anxiety
◻ more sedation 
◻ 25% gained >7% wt at 36 weeks.

Mohamed, JAMA, 2017
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CANMAT	2016



Psychotherapies
• Psychotherapies	also	effective	at	this	stage

• CBT	most	effective	and	psychodynamic	least
• Supported	by	Cochrane	meta-analysis
• Most	psychotherapy	studies	use	1	ADM	failure
• Many	patients	with	depression	refuse	therapy	(>70%	in	STAR*D)

Ijaz.,	Cochrane	Database	Syst	Rev	2018;	5:CD010558.





• 67%	do	not	remit	
after	1st	ADM

• 43%	do	not	remit	
after	2	ADM

• Diminishing	returns	
after	2	treatments

Treatment resistant depression (TRD)

Israel,	J.	Pharmaceuticals	2010,	3,	2426-2440



• No	uniform	definition	exists

• One	proposed	definition	is	the	failure	to	remit	after	an	
adequate	trial	of	2	treatments	with	different	mechanisms
• Includes	a	depression	focused	therapy	(CBT	or	IPT	>8	weeks)

• Suggests	and	inflection	point	at	which	further	treatments	may	
have	lower	chance	of	benefit

Treatment	Resistant	Depression

Conway,	et	al.	JAMA	Psychiatry. 2017;74(1):9-10.



Poll
• When	I	see	a	patient	with	treatment	resistant	depression,	I	
will:

• A)	Usually	refer	them	for	follow-up	in	a	psychiatric	clinic
• B)	Usually	refer	them	for	a	psychiatric	consultation	then	resume	
follow-up	with	recommendations

• C)	Refer	only	complex	patients	with	comorbidities	for	a	
psychiatric	consultation	/	follow-up

• D)	Usually	feel	comfortable	treating	most	of	them	on	my	own	
without	a	psychiatric	consultation

• E)	Only	refer	the	most	complex	or	treatment	refractory		patients	
for	psychiatric	assessment



Approach	to	Care
• Reassess	diagnosis

• BAD,	MDD	w/	psychotic	features

• Assess	for	comorbidity
• SUD,	BPD,	ADHD,	ASD,	OCD

• Assess	medication	adherence,	adequacy	of	trials

• Consider	referral



What	works	in	TRD?
• 2015	network	meta-analysis	48	trials,	N=6654

• Quetiapine	XR,	Aripiprazole,	Lithium,	Thyroid	hormone	all	
effective	for	TRD

• SGAs	had	more	robust	effect	than	lithium	or	thyroid	hormone

• 2015	meta-analysis	11	trials	N=3341
• SGAs	may	be	more	effective	in	patients	who	have	failed	to	benefit	
from	more	standard	antidepressant	trials

Wang,	Int	J	Neuropsychopharm.	2015;18(8)	1-10
Zhou,	J	Clin	Psychiatry.	2015;	76(4)e487-498



**

**	used	different	definition	of	TRD





• “Our	findings	also	confirms	previous	work	indicating	that	
aripiprazole	and	– to	a	lesser	extent	– lithium	are	effective	
treatments,	supporting	their	current	recommendation	as	first-
line	therapies.	Although	the	measured	ESs	with	these	two	
pharmacotherapies	are	similar	to	other	options,	the	fact	that	
they	have	been	more	thoroughly	investigated	in	a	larger	
number	of	studies	underlines	their	status	as	first-choice	
options”



• 2-5	prev AD
• Randomized	to:	

• new	AD	+	ESK	
• new	AD	+	placebo

• response	
• 50-60%	vs	36-50%
• NNT	8

• Remission
• 30-40%	vs.	20-24%
• NNT	6

Esketamine

Popova,	Am	J	Psychiatry.	Volume	176.	(6)	June 2019.	428-43
Citrome.	J	Affect	Dis.271, 15	June	2020,	228-23



rTMS
• Typically	involves	5x	per	week,	45	min	
sessions

• 2014	meta-analysis	for	TRD
• 3x	greater	response	and	5x	greater	
remission	than	sham	control	in	TRD	
patients	with	NNT	of	9

• S/E	– well	tolerated,	occ	headaches
https://brainclinics.com/rtms/

Gaynes, J Clin Psychiatry 2014;75(5):477–489



ECT
• May	be	treatment	of	choice

• Psychotic	depression	
• Severe	suicidality	
• Malnutrition	secondary	to	food	refusal
• Catatonia	
• Recurrent	depression	with	previous	good	response	to	ECT

• Older	age	is	associated	with	a	good	response.	BPD	to	be	
associated	with	decreased	ECT	efficacy.



Choosing	treatments
• Aripiprazole

• (+)	best	studied,	ease	of	dosing,	motivation
• (-)	nausea,	akathisia,	weight	gain

• Quetiapine	XR	
• (+)	anxiety,	sleep,	mood
• (-)	sedation,	++weight	gain

• Lithium
• (+)	anti-suicide,	anxiety
• (-)	tremor,	sedation,	toxicity,	need	for	monitoring



• Thyroid	hormone	(T3	or	L-thyroxine)
• (+)	energy,	
• (-)	anxiety,	tachycardia

• rTMS
• (+)	well	tolerated
• (-)	availability,	cost,	5x	per	week

• Esketamine
• (+)	rapid	response,	anti-suicide
• (-)	cost,	office	administration,	transient	HTN



Poll
• Regarding	each	of	the	following	treatments,	rate	your	
experience/comfort	with…

Aripiprazole	(2-5	mg)	or	quetiapine	XR	(150-300	mg)

• A)	I	am	very	comfortable	using	them	/	use	them	frequently
• B)	I	have	used	them	occasionally
• C)	I	have	treated	several	patients	who	have	taken	them,	but	don’t	
start	them	myself

• D)	I	have	rarely/never	used	them	or	seen	patients	who	have	
taken	them

• E)	I	did	not	realize	they	were	used	for	TRD



Poll
• Regarding	each	of	the	following	treatments,	rate	your	
experience/comfort	with…

Lithium	(for	unipolar	depression	augmentation)

• A)	I	am	very	comfortable	using	it	/	use	it	frequently
• B)	I	have	used	it	occasionally
• C)	I	have	treated	several	patients	who	have	taken	it,	but	don’t	
start	it	myself

• D)	I	have	rarely/never	used	it	or	seen	patients	who	have	taken	it
• E)	I	did	not	realize	it	was	used	for	TRD



Poll
• Regarding	each	of	the	following	treatments,	rate	your	
experience/comfort	with…

rTMS

• A)	I	refer	patients	for	it	frequently
• B)	I	have	referred	patients	for	it	occasionally
• C)	I	have	treated	several	patients	who	have	used	it
• D)	I	have	rarely/never	seen	patients	who	have	used	it
• E)	I	did	not	realize	it	was	used	for	TRD



Poll
• Regarding	each	of	the	following	treatments,	rate	your	
experience/comfort	with…

Esketamine /	ketamine

• A)	I	refer	patients	for	it	frequently
• B)	I	have	referred	patients	for	it	occasionally
• C)	I	have	treated	several	patients	who	have	used	it
• D)	I	have	rarely/never	seen	patients	who	have	used	it
• E)	I	did	not	realize	it	was	used	for	TRD



Refractory	depression
• TCAs	– Comorbid	pain.	No	clear	superiority	over	SSRIs/SNRIs	
• MAOIs	– Used	by	experts	due	to	drug	Ix	and	diet	restrictions
• Botulinum	toxin
• celecoxib
• Minocyline,	D-cycloserine
• Stimulants,	modafinil
• Pramipexole
• Surgical	approaches

Thase,	Connolly,	UpToDate,	2020



Pramipexole
• D2	agonist	used	for	RLS	and	Parkinson’s	
• 2013	RCT	N=60	

• benefit	in	unipolar	depression	
• trend	toward	being	more	beneficial	in	2+	ADM	failures

• 2016	case	series	N=46	MDD	or	Bipolar	Depression
• Highly	resistant	Mean	6	failed	ADM	trials,	½	failed	ECT
• 76%	had	response	or	remission
• Mean	dose	2.46	mg

• Most	helpful	for	patients	with	fatigue	and	anhedonia
• S/E	nausea,	sleep	problems,	compulsive	beh

Fawcett,	2016.	Am	J	Psychiatry	173:2
Cusin,	2013.	J	Clin	Psychiatry,	74(7).e636-41



Principles	of	Individualizing	Treatment
a.k.a.	The	Art	of	Psychopharmacology

• If	the	patient	has	a	comorbid	condition,	pick	a	drug	that	can	
treat	both	depression	and	that	problem

• Choose	a	medication	that	has	a	lower	propensity	for	side	
effects	that	bother	the	patient

• Consider	picking	a	drug	with	a	different	or	additional	
mechanism	of	action

• Make	one	change	at	a	time


