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SNVost depression does not respond
JJeq tely to single monotherapy trials

STAR*D provides some insights on the
U 4]1ty of combination treatment

’Dewces may play an increasing role in
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Dre-|ecture Exam

__ Question -

L] rrnuru S of the STAR*D trial include
13 Lack of a placebo group

‘-.

=2 P tients had the option of not
v art|C|pat|ng IN @ randomization

-
—

'3 “L.ack of inclusion of common augmenting
- agents such as antipsychotics

4. All of the above
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Trid e ,mcm off achieving acute remission by
o)f)e or ore trials in STAR*D was
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G Omr),lr#c to medication augmentation in
e Sil; R*D trial, the addition of

GOt _:|ve therapy was
e ‘lﬂcantly less effective
= ,‘g;sugnlﬁcantly more effective

. about equally effective
d. not studied
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JlciiSehanic I'magnetic stimulation has an
arrecz ze In clinical trials that is

IS ADOUL - that of unilateral ECT

Z.;;l bout that of bilateral ECT
- Less than that of ECT

4 “Greater than that of ECT
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Ylgjos, Depressive Disorder; -y
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Afrects 18 million US residents and 340 million
WJrLJv\ (16.2% lifetime risk)Z; 2/3 are
rérru S
ressmn IS chronic or recurrent

‘25% to 40% experience a recurrence within 2 years
-'j'f-.” of the index episode3
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" — 85% experience recurrence after 15 years3

— 20% to 35% of patients who experience one episode
of depression have chronic depression®®

1. Greden JF. J Clin Psychiatry. 2001;62(suppl 22):5-9. 2. Kessler RC, et al. JAMA. 2003;289:3095-3105. 3. Keller
MB, et al. Biol Psychiatry. 1998;44:348-360. 4. Keller MB, et al. Am J Psychiatry. 1982;139:438-442. 5. Mueller Tl, et
al. Psychiatr Clin North Am. 1996;19:85-102. 6. Fava M, et al, for the STAR*D Investigators Group. Psychiatr Clin
North Am. 2003;26:457-494. 9



OIHIMost disabling|condition worldwide’; most disabling
conditiegiiels females (US)

IIIGIHESSE _In; OTbIdIty of comorbid general medical conditions? and
GHEESE ‘Tate of suicide as percent of total mortality?

o Lo Jsr*-e productlwty in- workplace?

= Pa ents with depression use substantially more healthcare services
=== 1an; do patients without depression?-5

’-ff

’1": 'Depressmn is life shortening
-~ — Increased risk of CV events, stroke, etc.

1. World Health Organization Web Site. Accessed July 7, 2005. 2. Greden JF. J Clin Psychiatry. 2001;62(suppl
22):5-9. 3. Fawcett J. Int Clin Psychopharmacol. 1993;8:217-220. 4. Rowan PJ, et al. Psychol Med. 2002;32:903-
908. 5. Druss BG, et al. Am J Psychiatry. 2000;157:1274-1278. 6. Simon GE. Biol Psychiatry. 2003;54:208-215. 10
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Treatment Response
NO single adequate trial or medication

Failure to respond to an adequate trial of 1
;i'c‘ation

| F allure to respond to 2 different monotherapy trials of
e med|cat|ons with different pharmacologic profiles

Stage 2 plus failure to respond to augmentation
-~ |~ |of1 of the monotherapies

2 4 Stage 3 plus failure of a second augmentation
strategy

5 Stage 4 plus failure to respond to ECT

Thase ME, Rush AJ. Treatment-resistant depression. In: Bloom FE, Kupfer DJ, eds. Psychopharmacology: The
Fourth Generation of Progress. New York, NY: Raven Press, Ltd.; 1995:1082-1097. 11



- 1st Treatment!? 2nd Treatment? 3rd Treatment
~ : (If Needed)?

Thus, over 20% of patients with MDD have TRD

1. Depression in Primary Care, Vol 2. Treatment of Major Depression. Rockville, Md: Agency for Healthcare
Policy and Research, US Department of Health and Human Services; 1993. AHCPR Publication 93-0551.
2. Fava M, et al. for the STAR*D Investigators Group. Psychiatr Clin North Am. 2003;26:457-494. 12
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0 nJJgg treatment, undertreatment, or
lerr G ‘treatment too latel

J el ﬁre to achieve initial remission?

_— »" - ’_
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~ Nonadherence

:’

= --Fallure to address concurrent disorders?
— Occult substance abuse
— Occult general medical conditions (GMCs)
— Concurrent Axis I or II disorders

1. Thase ME, Rush JA. J Clin Psychiatry. 1997;58(suppl 13):23-29. 2. Judd LL, et al. J Affect Disord.
1998;50:97-108. 13



“'5:) ng Current Treatment a
Crigeidyle for Noﬁ'é\:lherence

-

2 Did rrlép,]_,jl—' Cr gle SIVETaGE cL:"fv",:.-v,, .

— Ar) isEle equate dose or duration of treatment can prevent remission

_,s,g-\ IS recommend a minimum trial period between 6 and 12
waﬂ in length

: Ja" armacoklnetlcs can differ in elderly and pediatric populations
g -Is Pe 1ent nonadherent?
== _jﬂ\sk patlent what they are taking and when
- - — ’,>50% of patients fail to take antidepressants as prescribed due to

~ -  lack of understanding of instructions or unnatural fears of side
effects/drug dependence

— Ask about troubling and intolerable side effects, including sexual
dysfunction, nausea, akathisia, etc.

Reus VI. Psychiatr Clin North Am 1996.Trivedi MH. Ann Clin Psychiatry 2003. 14



3551 _Current Treatment a ﬁ-_’_,
eking for Noﬁ'é\:lherence

Pa'ﬂef'i’ 35‘ C C\"C AHES '“‘GL. SVIADT

imize dose Augment/switch

| Painful somatic symptoms: Fatigue: add
- add pregabalin/switch to bupropion or modafinil
dual-action agent

Stahl SM. Psychopharmacology of antidepressants; 1997. 15
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se/swﬂch Utilize pharmacologic remedies

~ ~ Insomnia: add Fatigue: add Sexual Nausea: add
- _trazodone or modafinil dysfunction: mirtazapine
zolpidem add
sildenafil, Activation/
vardenafil, jitteriness: add
tadalafil, or benzodiazepine
bupropion

Stahl SM. Psychopharmacology of antidepressants; 1997. 16
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Ifeatment-Resistant Depressioni

HIEWICLOrS

B ... A —

2 rligjs] er asellne severity/longer duration of
IIRESS!

o "‘JJ‘J‘ nset of illness

,4. -.

‘;:«)—»F’e 10rbid anxiety, panic symptoms,
’-substance abuse

v

H-|story of childhood abuse
® | ack of social support

17
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J Mor;nv pgic brain. changes and |mpa|red
JEllrog genesis with recurrent depression

crlfelg ty12
= ,Ge etlc polymorphisms?
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1. Henn FA, Volimayr B. Biol Psychiatry. 2004;56:146-150. 2. Manji HK, et al. Nat Med. 2001;7:541-547.
3. Neumeister A, et al. Psychopharmacology. 2004;174:512-524. 18



Brain atrophy in depression?

Atrophy of the Hippocampus in Depression

Normal Depression

Bremner JD, et al. Am J Psychiatry 2000;157(1):115-118. KBRS LT PRSI OM DB IO
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Eailtre torAchieve Initial Remi
Foulices Worse, Long-Term
@uicomes,..._.___

P

o SRT v e . Weeks Well Interval)
v 5‘;'4,‘-:; - =— Asymptomatic recovery (n=155) 230 (169 — 332)
1.  © © Residual SSD recovery (n=82) 68 (49 — 88)
— .j.:';._, 0.2 5 o
-’,- ‘E"' - 5
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Weeks to First Relapse Into Major Depressive Episode (MDE)

SSD=subsyndromal depression; subthreshold depressive symptoms.
Reprinted from Judd LL, et al. J Affect Disord. 1998;50:97-108, with permission from Elsevier. Ay
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o TR _) J_,Jwr(“erec WITs
— d‘mortallty

= rJJ Jn rl_)_‘ ‘suicide (~15% of patients with TRD)!

SaEatients with well-characterized TRD are likely to
EPOrt: hopelessness and prominent suicidal

— JG‘-UOn
5' —_— “One third of patients studied reported significant suicidal ideas or
’E'“ ~ gestures?

v

~ e Suicidal thoughts have a negative impact on the
- course of depression

— -—

1. American Pharmaceutical Association Web site. Accessed December 18, 2004. 2. Papakostas Gl, et al.
J Nerv Ment Dis. 2003;191:444. 21
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SRIRDIS ssoaated ‘Wwith
fnr*ra sed economic burden

= err ter healthcare utilization and costs!-3

._Patlents with depression made more than 3x the
~ number of doctor visits than those without
depressmn2

® Hospitalized TRD group had 7x the annual health
care costs of the outpatient TRD group and 19x
the costs of the comparison group?
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1. Russell M, et al. J Clin Psychiatry. 2004;65:341-347. 2. Lépine J-P, et al, on behalf of the DEPRES
Steering Committee. Int Clin Psychopharmacol. 1997;12:19-29. 3. Crown WH, et al. J Clin Psychiatry.
2002;63:963-971. 22
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Russell M, et al. J Clin Psychiatry. 2004;65:341-347.
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gENonGitudinal Interval Follow-tps Evaluation (LIFE) scale was
ISEENE mer psychOSOC|aI functioning
Ir) 9Z eeltiSg)e —Wlth TRD

+

SPECITICT ”_alrments noted
. JJ; é‘moderate Impairment in work-related activities
.«-e#:' 00d to fair interpersonal relations
_ = ‘Pnor level of involvement in recreational activities
‘ _: ~ — Mild impairment of ability to enjoy sexual activity

e However patients and clinicians rated global social adjustment as
poor

Petersen T, et al. Eur Psychiatry. 2004;19:196-201. 24
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0 Polyuskleg acy IS’ cCOommon; which treatments or
r*omJJnJ are best Is not known?-2

0 r)rar‘-wrrl-)@ treatment steps are not defined-2

o EC [ W jich may. be effective acutely, may be declined,

= N not be sustained due to adverse events (AEs), and
== has poor long-term outcomes

';fl-' == :—, ‘Side effects and adherence limit treatment effectiveness

-~ — Greater treatment resistance is associated with lower ECT
response and higher post-ECT relapse rates34

— ;"-
—— —!-
| — -

1. Fava M, et al, for the STAR*D Investigators Group. Psychiatr Clin North Am. 2003;26:457-494. 2. Rush AJ, et
al, for the STAR*D Investigators Group. Control Clin Trials. 2004;25:119-142. 3. Prudic J, et al. Am J Psychiatry.
1996;153:985-992. 4. Sackeim HA, et al. JAMA. 2001;285:1299-1307. 25



et rrr an -eS|stant DepreSS|0n

OUIES ntrlbutln rs

SREOIpIIdi medical co ditions, especially endocrme/metabollc
cisorelars _1 d disturbances of thyroid/adrenal axes

— )JJJr,lar‘ this nature may affect drug efficacy

= Hrur_ otheraples used to treat comorbid conditions may also
_f" : antldepressant efficacy

= «}\LLE énai deficiencies

™

— ﬂolate thiamine, B6, B12, copper, zinc

-

Ik

= jS‘ ubstance use/abuse
- ® Sleep deprivation
e |ife (social/familial/financial) stress

® | ack of exercise

Reus VI. Psychiatr Clin North Am 1996. 26



Igorithm: Snapshot ~
J STAR*D Algorithm

Switch to: bupropion (sustained-release), cognitive therapy, sertraline,
venlafaxine (extended-release); Or augment with: bupropion (sustained-
release), buspirone, cognitive therapy

y.

(Only for those receiving cognitive therapy in Level 2)
switch to: bupropion (sustained-release) or venlafaxine (extended-

Switch to: mirtazapine or nortriptyline (Aventyl)
or augment with: lithium (Eskalith, Lithobid) or triioclothyronine (only
with bupropion [sustained-release], sertraline, venlafaxine [extended-

Switch to : tranylcypromine (Parnate) or mirtazapine combined with
venlafaxine (extended-release)

Rush AJ et al. (2003), Am J Psychiatry 160(2):237 5
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IWoeRLhirds of ST Citalopram...

~ Response = 50% W QIDS-
SRy;

22.9

11.5 11.0

2 4 6 8 10 12 S
Weeks

Trivedi MH et al. (2006), Am J Psychiatry 163(1):28-40 -



andomize
to Options
Across All

CIT + CIT +
BUP BUS CT

279) || (286) (85)

______________________________________________________

*If strategy group is not acceptable to the patient, then he/she is randomized to treatment options within
remaining acceptable treatment strategies. If all treatment strategies are rejected, then patient enters
naturalistic follow-up; SER = sertraline; VEN = venlafaxine XR; CT = cognitive therapy; CIT = citalopram;
BUS = buspirone; Rush AJ et al. (2004), Control Clin Trials 25(1):119-142 29
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