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Mood Disorder Spectrum

Cade’s
T T e
Atypical . 1
Dysthymia  \MDE Psychotic BP-1
}» MDE BP-NOS (include BP-llI, BP-1V)
Single Brief Recurrent Cyclothymia  pgp_; Si
MDE MDEs MDD )

BP-NOS= bipolar disorder, not otherwise specificied. This could include mania or hypomania only on antidepressants,
recurrent MDD with underlying hyperthymia, or recurrent MDD with a first-degree relative with bipolar disorder.
SA=schizoaffective disorder, bipolar type, can be seen as a more severe version of MDI.

SN Ghaemi, JY Ko, FK Goodwin, Cade’s Disease and beyond, Canadian Journal of Psychiatry, 2002, 47:125-134

Long-term Frequency of Depressive Symptoms in
Bipolar | Disorders (n=146, NIMH Collaborative study)

Manic/
Hypomanic
20%
Patients with bipolar | disorder Depressive symptoms were predominant
experienced mood symptoms « Depression was 3.5-fold more frequent than

nearly half of the time during a mania

12.8-year follow-up period. + 90% of patients had at least 1 week of

depressive symptoms
* Depression (but not mania) predicted greater
future iliness burden
Judd et al. Arch Gen Psychiatry. 2002;59:530-537.

— 102 —




Impact of Major Disorder Spectrum Subgroup
National Comorbid Survey-R (n=5692)

\ MDD
Major Major Depressi Major Depressi
Major Depression With Hyp ia vs. with Subthreshold
Major Depression with Major Major Depression Hypomania vs,
Depression with bthreshold  Depressi with subthreshold  Major Depressi
with Mania Hypomania Hypomania Only Hypomania only
Odds Odds
Measure % SE % SE % SE % SE  Ratio  95%(C Ratio 95%Q
Treatment for mood disorders
tifetime 862 33 812 39 649 24 648 18 24* 1440 10 0814
Past 12 months §7.7 B8 463 54 388 39 383 23 1.7* 1.2-24 12 09415
Comorbidity disorders (lifetime)
Anxiety 871 48 826 33 722 28 526 17 19% 12-30 23* 1830
Substance use 639 46 418 37 353 23 180 15 1.4 10-20 23* 17231
“Behavioral problem 60 55 504 51 411 21 192 10 17 11-26  23* 1829
Suicide attempts (lifetime) 66.1 74 502 67 407 33 312 32 1.5 09-27 14 10-21
Role impairment indicated on
the sheehan Disability Scale
{past 12 months}
Severe 94.3 38 919 38 67.1 40 615 23 56* 20162 13* 0919
Moderate 3.7 38 70 36 247 37 76 22
Mild NA NA 1 12 62 1.8 78 13
None NA NA NA NA 20 1.1 3108
* Respondents with severe compared with all others.
*p<0.05.

Angst et al., American Journal of Psychiatry 2010;167:1194-1201

Major Depression: Relapse and Treatment-Resistant Depression (TRD)

SARIZE TS HEMT IR RE -
BRLORER
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AN aEmR ET T T (LT o

VABROEAIZEEIZ1-2:8/Z L0 ) Kupfer et al., JCP 1991
AEEORSIOETERIZEDIDE50%
6-SERTHRMALETNIERDFE, B DARTEAIS
E5DI%70%

vER-BREBCEOHITEHSG - #RRENDE
AZLHTOSDH/IEY—FEBHDE(L4-90 B DR
BETD
2B E3DRIEY—FEBHHE LY RMDOHIRE
1715

Observational Study: Antidepressant
Continuation

Percent
Unrelapsed

0 13 26 39 52

Weeks Aftér Improvement
Off Meds —  On Meds
(N =25) (N=19)

*Termination of AD medication significantly associated with an increased risk of
depression relapse, P = 0.0065.
Altshuler L et al. J Clin Psychiatry. 2001;62: 612-616.




BHAERICHOBIE AR RICE CAERIERM)
STAR*D data

mission Defined by 16-ftem Quick inventory of Depressive
Smmm‘m. Seif-Report {QIDS-SR), Scores by Week of
R {

IDRARICKIABIICDEREIL
AR %2-6ARIZ8<, LERITHL
LTLKiEmIz®H S

Week of Treatment

# Response was defined as improvement of >50% in QIDS-SR score
from baseline. Remission was defined as a QIDS-SR store of €5 at
endpoint.

Trivedi MH, Rush Al, Wisni i SR, et al. Evaluation of with citalopram for depression using measurement-based care in STAR*D:
implications for clinical practice. Am J Psychiatry 2006 Jan;163(1):28-40. 3 3 &

Maudsley Staging Method for Treatment Resistance Depression

. - :

FEfE &4 subsyndromal

i i . ’2 k, i
vel 3: S HEO 0% ‘

o L, RCAD AR, BRIRFILED ., sk
Augumentationfft i 0 7 ¥ FRECEMEL L 55+ & LE 5

ECTOH & 17—)\8EL EE+5&FHETD

Fekadu et al., A multimodel tool to quantify in dep n: The Staging Method, JCP Jan 27, 2009: e1-e8(pii:ej08m04309)
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Optimal dose of antidepressants

MID2EDEERAEDMRE

Percentage of patients showing improverment

ABRNEERRLBMICET2EEERRER

= * 33studies
000 o § (n=5844)
90,04 2 .« TCAs, Tetracyclics,
800 08 S SSRIs, MAOIs, atypical
70.0 4 A tom § antidepressants
0.0 < 5
- 040 &
0y e AT SO
'_. ________ . .......
0.0 4 & 030
. [
00 x ......... A 0z g
004 £
10.0 4 *~“®- Percentage improvement (left scale) T 210 §
00 ~=&+ Adverse event rate (_'nght scale) 000
Placebo <100 102-200 201-250 »>250 g
Dose (mg/day imipramine equivalent) 2

Bolini et al., British Journal of Psychiatry 1999;174:297-303
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Recognized minimum effective doses for Antidepressants
The Mausdley Prescribing Guideline 10t edition 2009

Drug Minimum Effective Dose (mg/day) (IMI equivalent)

SSRIs

Duloxetine 60mg/day

Trazaodone 150mg/day IMI:75

TABLE £, o Blacive in T *

APA Practice Guideline for
the treatment of patients
with major depressive

disorder 3" edition , 2010

il v, B 5 p
30 sy sy e oo sbidonsd benctic 1 PARIRON s sebocsvedy dibine
o fo .y o s "

MAD B, dhiss b O Sigher
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Randomized dose-increase studies in TRD

Study n TRD definition: insufficient Study Intrevention Comparator Result
improvement following- (wks) (High dose) Difference in HDRS score
orug Lead-in (baseline-endpoint)
(wks)
Dornseif et al., 1989 n Fluoxetine 20mg 3 5 Fluoxetine 60mg Fluoxetine 20mg High=Comp
Schweitzer etal., 1990 77 Fluoxetine 20mg 3 5 Fluoxetine 60mg Fluoxetine 20mg High=Comp
Fava et al., 1994 11 Fluoxetine 20mg 8 a Fluoxetine 40-60mg  +Li vs +Desipramine High>+Li=+Desipramine
Benkert et al., 1997 86 Paroxetine 40mg 3 3 Paroxetine 40mg Paroxetine 20mg High=Comp
Benkert et al., 1997 88 Maprotiline 100mg 3 3 Maprotiline 150mg Maprotiline 100mg High=Comp
Fava et al., 2002 101 Fluoxetine 20mg 8 4 Fluoxetine 40-60mg  +Li vs +Desipramine High=+Li=+Desipramine
Licht and Quitzau, 2002 295 Sertraline SOmg->100mg 432 5 Sertraline 200mg SER100¢ i i SER: 200
Heiligenstein 2002 29* Fluoxetine 20mg 9 10 Fluoxetine 40-60mg  Fluoxetine 20mg High=Comp
Eli Lilly FLI-AY-HMCZ 202 Duloxetine 60mg® 4 Duloxetine 90-120mg  Duloxetine 60mg High=Comp
Kornstein et al., 2008 255 Duloxetine 60mg 6 8 Duloxetine 120mg Duloxetine 60mg High=Comp
Ruhe et al., 2008 255 Paroxetine 20mg 6 6 Paroxetine 30-50mg Paroxetine 20mg High=Comp

3Patients aged 9-17 years, ® Open label study

FUTURE RESEARCH NEEDS

® Much work remains to be done on medication intervention in depression.

® We should address the comparative efficacies, relative short- and long-term
side effect profiles, and specific clinical indications of different
antidepressant medications, augmentation strategies (e.g., second-
generation antipsychotic medications, lithium, thyroid hormone) and
combination treatment approaches (e.g., SSRIs and other moieties).

® This would include determining if particular treatments or combinations of
treatments have differential efficacy in specific subgroups of patients with
depression (e.g., patients with psychotic depression) and, for medications
other than the TCAs, whether relationships exist between medication blood
levels and therapeutic responses or side effects.

® |[nitial studies of monotherapy with second-generation antipsychotic agents
appear promising, but additional study of the acute and long-term benefits
and side effects is essential.

® The definition and implications of treatment-resistance for treatment
selection also requires further clarification.

APA Practice Guideline for the treatment of patients with major depressive disorder 3" edition , 2010
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RATIONAL POLYPHARMACY:
AUGUMENTATION
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RDFIL? Switch? Augmentation? —

HAEHHEET HE. NoresponseD B E TH23-30% (L ABRRIGERL:

Citalopram
SSRI{n=4041)

Follow up

Thase et al. Am J Psychiatry 2007; 164:739-752

Polypharmacy strategies for TRD
Double-blind studies of mianserin/ mirtazapine augmentation

Study n Study Intervention (dose) Comparator (TCAs) Result Result
(wks) Difference in HDRS or MADRS score
{baseline-endpoint)
Maes et al., 1992 31 5 Mianserin 7.5mg+comp Fluoxetine 20mg Int>Comp
Ferreri et al., 2001 104 6 Mianserin 30mg+comp Fluoxetine 20mg Int>Comp
Carpenter et al., 2002 26 4 Mirtazapine 15-30mg+comp Fluoxetine 20mg Int>Comp
Licht and Qvitzau, 2002 295 6 Mianserin 30mg+comp Sertraline 100mg Int=Comp
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Sertraline+mianserin vs sertralineD &=

Augmentation® 75 5

————— 100 mg sertraling + miansarin

+ placobo
= mmcmnllm + placobo

8 7 1"
Time (weeks)

amber A risk

0 g tomie - miansads 98 w s Y

Omgetee piiey 86 l n »

2D mysetrafre - plcebn 97 o % ]

Fig. 2 Kaplan-Meier survival curves from pnmary endpoint

{achieving at least a 50% reduction in score on the Hamilton de-

pression scale}
Licht RW Quitzau S.Treatment strategies in patients with ma]or depressmn not responding to first-line sertraline treatment. A randomised study
of d duration of ti dose i or mianserin al n. Psychopharmacology (Berl). 2002;161(2):143-51

INITIAL TREATMENT STRATEGIES
FOR EARLY IMPROVEMENT
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4105 PR 55 B& (n-6562 D meta-analysis

Early improvers|&stable responseé&stable remission ¥ i

Early Improvers: >=20% reductionof HDRS within the first 2 weeks
su?h"r:mm;; baseline ,::m,. of Hm:, .',,..k, ::: after. Funded by unrestricted educational grant from Organon

Stable remission: HDRS<=7 at 4 weeks and after.

Szegedi A, Jansen WT, van Willigenburg AP, van der Meulen E, Stassen HH, Thase ME. Early improvement in the first 2 weeks as a predictor of treatment outcome in
patients with major dep disorder: a met: lysis including 6562 patients. ) Clin Psychiatry 2009 Mar;70(3):344-353.

Polypharmacy from the onset of MDD treatment
Double-blind studies of mianserin/ mirtazapine augmentation

Study n Study (wks)  Intervention {dose) Comparator (TCAs) Result

Lauritzen et al., 1992 40 6 Mianserin Int>Comp

Dam et al., 1998 34 6 Mianserin 30mg+comp Fluoxetine 20mg Int>Comp

Maes et al., 1999 31 5 Mianserin 7.5mg+comp Fluoxetine 20mg Int>Comp

Blier et al., 2009 61 6 pine 30- g P 20-30mg. Int>Comp

Blier et al., 2010 105 6 301 20mg VENL+FLX=MIRT+FLX=BUP+FLX>FLX

L i 5’
Venlafaxine225mg+comp
Bupropion 150mg+comp
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Polypharmacy from the onset of MDD treatment
Double-blind studies of typical antipsychotic augmentation

Study n Study (wks)  Intervention (Antipsychotics) Comparator (TCAs) Result
Rickels et al., 1967 131 4 Fluphenazine 1.5-3mg+Comp Amitriptyline 75-100mg APs=Comp
Desilverio et al., 1970 138 4 Perphenazine 8mg+Comp Amitriptyline 100mg APs=Comp
Rickels et al., 1972 100 4 Perphenazine 6-12mg+AMI Doxepin 100-150mg APs=Comp
100-150mg.
Rickels et al., 1982 130 4 Perphenazine 8-12mg+AMI Doxepin 100-150mg APs=Comp
100-150mg
Bennett et al.,, 1984 14 3 Thioridazine 100mg+Comp Desipramine 200mg Aps>Comp (day 7 ,14only)
Feet etal., 1985 63 8 Dixyrazine 50mg or 100- Imipramine 100-200mg APs=Comp
200mg+Comp

PHARMACOEPIDEMIOLOGICAL
STUDIES
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Pharmacovigilance
Boston Collaborative Drug Surveillance Program

¢ The Boston Collaborative Drug Surveillance Program (BCDSP) was established in 1966. It was
the first group to conduct formal epidemiologic research to quantify the potential adverse
effects of prescription drugs utilizing in-hospital monitoring and had a pioneering role in the
development and application of methods in drug epidemiology.

* Today the BCDSP conducts studies in the field of pharmacoepidemiology using large
automated patient databases including the UK General Practice Research Database (GPRD).
The BCDSP made a major contribution to the development and validation of the GPRD and has
unique experience in the design and execution of pharmacoepidemiological studies with this
database.

« Studies conducted in recent years cover a broad range of drugs and outcomes. Research
studies are either investigator-initiated or performed on a contract basis in collaboration with
regulatory authorities or the pharmaceutical industry. The BCDSP has published more than 400
pharmacoepidemiological studies and methodological reviews in peer-reviewed medical
journals of which more than 150 are based on data from the GPRD.

* The BCDSP also offers programs of professional education in drug epidemiology and welcomes
collaborators from government, industry and academia.

PharmaCOVigiIa (AIO{SI Much more than (/¢ database GPRD’

The General Practice Research Database
http://www.gprd.com/home/

* The General Practice Research Database (GPRD) is the world's
largest database of anonymised longitudinal medical records
from primary care linked with other datasets.

* Containing comprehensive observational data from real-life
clinical practice, it provides analytical insight for a wide range
of applications in clinical trials, drug safety, outcomes
research, clinical epidemiology and genetic research.

* The GPRD Division provides data, research and other services
as well as tool to support medical and public health research.

— 114 —







