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Prlmary Efflcacy
Outcome _
HAM-D,, Remission

BUP SR

24.8
21.3

Remission Remission Response

N=727; QIDS-SR = Quick Inventory of Depressive Symptomatology—Self-Rated; No significant differences
among treatment groups; Rush AJ et al. (2006), N Engl J Med 354(12):1231-1242 31






-

evel' 2" Augment: Primary andue
Secondary Efficacy, Outcon:
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Primary Efficacy

SR BUS

Outcome . - BUP

HAM-D,,
Remission

29.7 30.1

HAM- D17 QIDS-SR; QIDS-SRy;
Remission Remission Response

N=565; No significant differences among treatment groups; Trivedi MH et al. (2006), N Engl J Med

354(12):1243-1252 33






SIARED reatment Outcomes: Remission!
RENESHEIRVS, MedicationrAugment: -

T —— HRSD-17 QIDS-SR-16

33.3 33.3

CT MED
(N=65) (N=117)

MED = medication augmentation; Thase ME et al. (2007), Am J Psychiatry 164(5):739-752 35



STAR*D 'evelr2 Treatment Outcomes:
REMISSI0N! Rates:Clj.vs: Medication Switch™

—

. S — M HRSD-17 QIDS-SR-16

"

-
A
[P~

=

30.6

27.9

26.7

eT MED
(N=36) (N=86)

Thase ME et al. In preparation 36



MIRT = mirtazapine; NTP = nortriptyline; Rush AJ et al. (2004), Control Clin Trials 25(1):119-142
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tment Outcomes —
Rem| 5Si0N: Ii%vel 3 SW|tch

QIDS

12.4

MIRT NTP
(N=114) (N=121)

Fava M et al. (2006), Am J Psychiatry 163(7):1161-1172 =



dieatment Outcomes =
Remission: Level 3 Augment

24.7 24.7

Lithium Triiodothyronine
(N=69) (N=73)

Nierenberg AA et al. (2006), Am J Psychiatry 163(9):1519-1530 9



TCP = tranylcypromine; Rush AJ et al. (2004), Contol Clin Trials 25(1):119-142

40



tMEAtOutcomes Remission:=
\ 4 o | - J :
eI 4 - —

—

QIDS-SR-16

15.7

TCP VEN + MIRT
(N=58) (N=51)

McGrath PJ et al. (2006), Am J Psychiatry 163(9):1531-1541 11



STAR=D*Remission Rates ...«
AGross All 4 Levels =

Level 2 2.3

1

— ition:|
[Eeeks © C Weeks HAMD-17 <7
= Level 345 E e
Augm A

” <14 weeks

~ Mono

R Level 4°
; il g " <14 vteeks 3
Mono
Augm
= . 10" I Mono
— = -
Low Treatment Resistance High

Mono = single medication regimen; Augm = combination medication treatment; "Trivedi MH et al. (2006), Am J
Psychiatry 163:28-40; ?Trivedi MH et al. (2006), N Engl J Med 354:1243-1252; *Rush AJ et al. (2006), N Engl J
Med 354:1231-1242; “Nierenberg AA et al. (2006), Am J Psychiatry 163:1519-1530; 5Fava M et al. (2006), Am J

Psychiatry 163:1161-1172: 6McGrath PJ et al. (2006), Am J Psychiatry 163(9):1531-1541
42
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0 3 6 9 12
Months in Follow-

p<0.0001; Relapse = QIDS-IVR; 211; Rush AJ et al. (20065,J /971 J Psychiatry 163(11):1905-1917 23
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Months in Follow-

U
p<0.0001; Relapse = QIDS-IVR; 211; Rush AJ et al. (2006), Am J Psychiatry 163(11):1905-1917 i



0 3 6 9 12
Months in Follow-

U
P<0.0132; Relapse = QIDS-IVR; >11; Rush AJ et al. (2006), Am JFF)’sychiatry 163(11):1905-1917 45



0 3 6 9 12

Months in Follow-

U

P<0.1387; Relapse = QIDS-IVR; >11; Rush AJ et al. (2006), Am JIQ’sychiatry 163(11):1905-1917 -
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Relapse i Follow-Uprfor Patient
REMILUNG torDiirerent Num

AclUte lreatment Steps

— -

N

- - — -

——— 1 Step (N=388)
............. 2 Steps (N=237)

-.. -~~~ 3 Steps (N=66)
_ — - — 4 Steps (N=34)

.......
L)
lllllllllllll

0 3 6 9 12
Months in Follow-

p<0.0001; Relapse = QIDS-IVR; 211; Rush AJ et al. (20d6;pkm J Psychiatry 163(11):1905-1917 e
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RE|aPSE FC Iow-Up‘fé?'Patients |
REmMItting With Difif reﬁt"Nu
ACUte Treatment Steps

L ]
T

~ 050- e — e
itvh’ 1 Step n-1o0s5) """---..._

: -;é‘;::-_c_;.OQS DR e 2 StepS (N=383)
— —~~~ 3 Steps (N=35)
== — — - — 4 Steps (N=15

O O Ip ( ) || || | |

0 3 6 9 12
Months in Follow-
p<0.0001; Relapse = QIDS-IVR 4 > 11 Up
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SERATETITS! Wj_ﬂ MF DIMOSHIKE! YAONIENEH LHTON
— HJFJJ} Wlth delusions!
= atlent51
- HJJA 5\ presenting with: high suicide risk!
- R’“ é‘nts with history of poor response to pharmacotherapy?
e tlents with history of responsiveness to ECT?
E == 13at|ents who choose it?
’f—‘;’ Patients with bipolar disorder?

=] ECT IS a treatment used for MDD only after multiple treatments
e have been poorly tolerated or do not yield a therapeutic
response

o

1. Fink M, Bailine S. Am J Managed Care. 1998;4:107-112. 2. Weiner RD, Krystal AD. In: Gabbard GO, ed.
Treatments of Psychiatric Disorders. Washington, DC: American Psychiatric Press; 2001:1267-1293. 3. Kahn
DA, et al. J Psychiatr Pract. 2000;6:197-211. 49




iy of ECT.in MDDend TRO"

e GRE

'—l

o e J(“_JI’\J erfehrr mC [0 VI‘F SAWE! asiz)o)fishiee
- (“JnJ atlon therapy IS required to prevent relapsest?

— In1r e-ent study, within 24 weeks of achieving remission
(EAVMDreduced by 60% and <10), 64% of patients had
i€lapsed®

> J‘ RD'| predlctlve of post-ECT relapse
:;:, ,-.P.atlents with TRD are at high risk for relapse within 1 year

= 'followmg ECT response3

~— * Only 32% of patients with TRD maintained their
: response during the year after ECT treatment®

—— i >

1. Sackeim HA, et al. JAMA. 2001;285:1299-1307. 2. Prudic J, et al. Biol Psychiatry. 2004;55: 301-312. 3.
Sackeim HA, et al. J Clin Psychopharmacol. 1990;10:96-104. 4. Sackeim HA, et al. Arch Gen Psychiatry.



Medication Resistance Predic
50) i'()‘wi@_gﬂckc-essfui

— — - - — = —

B

o

0405 o relapses

occurred in the first 6
months

., =

Not Resistant

e Patients with TRD were
twice as likely to relapse

e Significantly greater
relapse in TRD (p=0.01)
— TRD=68% relapse
— = -:g‘_‘ -j = Medication Resistant _ Non=lRD S rciapse
: = e Higher HAMD at end of
S ECT predicted relapse

0 e e
0 10 20 30 40 50

WEELS

Sackeim HA, et al. Arch Gen Psychiatry. 2000;57:425-434. 51



me-varying electrica
current in a coil produces

focal 2 tesla magnetic field
that passes unimpeded through
skull and

induces current in neurons and

beha’oral change

Modest to moderate effects in Sham
Controlled studies 52



Y Efﬁ&acy Yet to Be Established: .

MEta-analysis 6f#14 Controlled Trials

Twwo wee ks

Avery etal, 1999 4 2 — L2 {—2.99 1o 0.94)
| Bermanetal, 2000 10 10 —130(—229 t0 —0.32)
 GareiaToroeral,2001b 1 I —0.21{— 105 0 063)
. GarciaToroetal, 200 la i7 I8 —0.52{—1.20 0 0.15)
George etal, 1997 7 5 —0.75{— 195 0 0.45)
George etal, 2000 20 10 —0.08 (—0.84 w 0.68)
Kimbrell et af, 1999 5 029 {—l.l6ro L73)
Loaetal, 1999 9 —0.57{—1.52t00.38)
Masimann et al, In preparation’ 9 0.39 {—044 0 1.23)

Total

77 oweral| effect @ —0.35({—10.66 1o —0.04), P=0.03

Two-week follow-up
{after I weeks of treatrment)
Avery etal, 1999 4 2 0,00 {— 1.70 va 1.70)
Garris-Toro et af, 200 Ih ] ] —0.02 {—0.86 w0 0.81)

=T F:] b 059 — ¥
—0.33{—084r0 0.17), P=02

S

5T, 201 o

Total

2 31 owveral| effect

-0 5 0 5 10
Favour treatment (F5%CI) Favour control

Martin JLR et al, Br J Psychiatry (2003), 182, 480-491.
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VIS, Clinical Outcomes:

ONE Year _Iant-a

[0 3 months, n=30
B 6 months, n=29
B 9 months, n=27
[ 12 months, n=28

-~

on

29

e — Response, Response, Response, Remission,
HRSD MADRS CGl-l HRSD

= Evaluation Method
HRSD=Hamilton Rating Scale for Depression, MADRS=Montgomery Asberg Depression

Rating Scale, CGl-I=Clinical Global Impression-Improvement. HRSD<10, for remission.
Patients received an additional 9 months of VNS after exiting a 3-month acute study.

Marangell LB et al. Biol Psychiatry 2002. 55
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ual Cingulate (Cg25).RETionss

Table 2. Hamilton Depression Rating Scale, HDRS-17, Scores over Time for Each Subject

Hamilton Score®

Time

Pt 1P Pt 2¢ Pt 3° Pt 4 Pt 5® Pt 6°
Preop baseline 29 22 29 24 26 25
1 week postop (acute stimulation) 5 10 12 18 17 12
2 weeks postop (DBS off) a9 13 23 18 22 n/a
1 month 10 14 17 20 22 12
2 months 13 11 12 18 10 12
3 months 2 15 14 25 7 14
4 months 4 9 12 24 6 12
5 months 5 18 T 23 8 n/a

5 15 9 23 6 12

6 months

= 2Clinical response: decrease HDRS score =50%. Clinical remission: absolute HDRS score <8,

~ | bClinical responders.
-~ cClinical nonresponders.

Response in 4 of 6 patients

Response associated with reduction
In local and downstream limbic CBF

on PET

Mayberg HS et al, Neuron, 2005

Baseline
CBF PET
AllPT vs NC

3 months DBS
CBF Change
Responders

6 months DBS
CBF Change
Responders

e B

/Py €g24 e

cg24
vCd

S0 hth cg25
CBF
increases

decreases

Cg24 mWF10

-
oF11|
hth cg25

bs
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EONICIUSIONS: . -

SRIRIDI S common and associated with
Sigrificant morbidity and mortality
) STA" highlights the difficulties of
& dchieving and sustaining remission

s—f"-Combmatlons of medications are often
~ needed

® Devices may play an increasing role in
highly resistant depression

1. American Pharmaceutical Association Web site. Accessed December 18, 2004. 2. Russell JM, et al. J Clin
Psychiatry. 2004;65:341-347. 3. Crown WH, et al. J Clin Psychiatry. 2002;63:963-971. 4. Lépine J-P, et al, on
behalf of the DEPRES Steering Committee. Int Clin Psychopharmacol. 1997;12:19-29. o8
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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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~Question
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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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