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Context

Understanding treatment emergent
suicidality 1s hampered by problems with:

® Suicide-related nomenclature

® Lack of understanding of the suicidal process
found in depressed states
Nature
Course
Intensity

Measurement Issues
Lack of Focus on Associated Symptoms

Evaluation of Protective and Risk Factors
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E #  Treatment Emergent Suicidality
.',,;,i
.+ Clinicians are without information
& procedures critical for patient

management during antidepressant

pharmacotherapy

Asking patients continuously is not
feasible, hence there Is a need for better
guidance

Clinicians will also need help with
identifying targeted markers




Observations from STAR*D

4041 patients, ages 18-75, with nonpsychotic
MDD, HRSD,, = 14

41 DTN primary (18) and specialty care (23)
sites across the USA

12 weeks of SSRI monotherapy
e citalopram 20-60mg/day
e mean exit dose 42mg/day

Clinic visits / MBC dosage adjustments made
at weeks O, 2, 4, 6,9, and 12




Observations from STAR*D

I Baseline
e HRSD,,, CIRS, PDSQ, MDDC

1 WeeksO0-12
e QIDS-C,4, FIBSER, PRISE

« QIDS-SR-1VR, IDS-C30 (ROA), HRSD,-
(ROA)

1 Sl determined by changes in QIDS-C,4 item
12 (suicidality)




Observations from STAR*D

At baseline 63%0 of the 4041 STAR*D

participants had at least mild S1 by the QIDS-
SR,s (item 12 21)

Of the 4041 enrollees, 3630 provided S
iIdeation information at baseline and at their

first post baseline

Of the 3630 evaluable participants, 53%0 (1909)
presented with at least mild SI at baseline




Observations from STAR*D

Study flow diagram

Sl was obtained using item 12 from
the QIDS-SR;

no suicidal ideation
0 = no thoughts of death or suicide

suicidal ideation (passive)
1 = life empty or not worth living

suicidal ideation (active)

2 =thoughts of suicide or death
several times weekly

3 = detailed thoughts of suicide or
death several times daily,
specific plans or attempts)




Observations from STAR*D

Sl outcomes for participants with Sl at baseline

Baseline Postbaseline
A

Suicidal Waorse

ideation than baseline

—
1,909 g8 —

A Worse aame/better Cnly 1 post-

than baseline than baseline baseline visit

24 o

than baseline ¢

1,821 _L | N

D Worse aame/better Cnly T post-

than baseline than baseline basaline visit

46 1,941 204
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Samefbetter

Sl was obtained using item 12 from the QIDS-SRg, no suicidal ideation (rated 0 = no thoughts of death or suicide); suicidal ideation (1 = life empty or not worth living; 2 = thoughts of
suicide or death several times weekly; 3 = detailed thoughts of suicide or death several times daily, specific plans or attempts).




Observations from STAR*D

1 Of the 1909 participants with SI at baseline,
1738 returned for two or more treatment visits

74% (1294) had improvement over baseline
at their last treatment visit

22%0 (374) remained at their baseline level

4% (70) had worsened SI compared to
baseline




Observations from STAR*D

For those with an initial worsening of Sl at the
first post-baseline treatment visit who then had
an improvement (N=52)

e Improvement was 22.6+ 13.2 (mean=+SD)
days after the initial treatment visit




Observations from STAR*D

Sl outcomes for participants without Sl at baseline

Baseline

Postbaseline

A

7

Mo suicidal
ideation

1,721

Suicidal
ideation

1o

Sl was obtained using item 12 from the QIDS-SRg, no suicidal ideation (rated 0 = no thoughts of death or suicide); suicidal ideation (1 = life empty or not worth living; 2 = thoughts of

G

Mo suicidal
ideation

1,606

auicidal
ideation

dig

No suicidal
ideation

60

_-"-\'
Only 1 post-

baseline vigit

20

J

auicidal
ideation

67

I

Mo suicidal
ideation

1,342

I

Only 1 post-
baseline visit

P

K

L

suicide or death several times weekly; 3 = detailed thoughts of suicide or death several times daily, specific plans or attempts).




Observations from STAR*D

1 Of the 1721 participants without Sl at baseline

e 7% (115) experienced an emergence of Sl by the
first treatment visit

e 83%0 (95 of 115) increased from a QIDS-
SR, Item-12 score of O to 1 (passive Sl)

e 1620 (18) increased from O to 2 (active
Sl1)

e 290 (2) Increased from O to 3 (active Sl)




Observations from STAR*D

1 1% (20/1721) of participants went from being
without SI at baseline to having active Sl (item
12 =22) at the first treatment visit.

Of the 1409 participants without SI at both
baseline and the first post baseline treatment
visit, 5% (67) had “late” treatment-emergent Si

2%0 (23/1504) of participants without Sl at
baseline developed active Sl (item 12 22) at the
final treatment visit




Observations from STAR*D

1 Of the 115 that experienced emergence of Sl at
the first treatment visit, 95 returned for at least
one additional visit

e 63%0 (60 of 95) returned to their baseline SlI-
free state

e Improvement was in 27.7+ 18.7 (mean+SD)
days after the initial treatment visit




Observations from STAR*D

Percentage of Patients with Sl at First and Last Visit
by EXxit Status

40.3 40.3

M First Visit
Last Visit

Remission Partial Response NonResponse




Observations from STAR*D

Percentage of Patients with Emergent Sl at First and
Last Visit by Exit Status

M First Visit
Last Visit

Remission Partial Response NonResponse




Observations from STAR*D

Percentage of Patients with Worsening Sl at First and
Last Visit by Exit Status

M First Visit
Last Visit

9
8
/
6
5
4
3
2
1
0]

Remission Partial Response NonResponse




Observations from STAR*D

Patients With Baseline SlI :
Risk Factors for Worsening of Sl During Treatment

I Worsening Sl at Eirst Treatment Visit
e Males 5.9%0, females 3.8%6 (p<.03)
e Melancholia yes 626, no 3.8%b6 (p<.04)
e Primary care 3%, specialty care 5.5%0 (p<<.01)

I Worsening Sl at Final Treatment Visit
e None identified




Observations from STAR*D

Patients Without Baseline SI :
Risk Factors for Worsening of Sl During Treatment

I Worsening Sl at First Treatment Visit
Drug abuse yes 18.4%b6, no 6.0%06 (p<.001)

Severe depression yes 19.4%, no 6.2%
(p<.001)

Melancholia yes 11.1%0, no 5.8%0 (p<<.01)




Observations from STAR*D

Patients Without Baseline SI :
Risk Factors for Worsening of Sl During Treatment

I Worsening Sl at Einal Treatment Visit
Black 10.8%0, white 5.9%06, other 8.9%0 (p<.05)
Age of onset < 18 9.3%0, =18 5.5%0 (p<.01)
ETOH abuse yes 10.8%6, no 6.3%06 (p<.05)
Drug abuse yes 15.7%06, no 6.2%0 (p<.001)
Severe depression yes 14%0, no 6.5%0 (p<.001)




Suicide Assessment

Methodology Study
(SAMS)




SAMS Study

Developed Evaluation Tools

Assessed association between SSRI therapy andsthe
occurrence and progression of suicidal ideation

Also assessed anxiety, agitation, panic, insomnia,
irritability, hostility, aggressiveness, impulsivity,
akathisia, manic states

Close monitoring during initiation and dosage change

Study occurred during first 8 weeks of SSRI tx




Study Aim 1

Assessing Suicidal Ideation Associated
with Initiation of SSRI Therapy:

I.e. Frequency and intensity of new onset or
pre-existing suicidal ideation when

commencing SSRI therapy

Increasing dose during SSRI therapy




Deprassion Trials Metwork SAMS Study
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SAMS study

Screened
N=289

Enrolled
N=265

# calls complete
1=6, 2=11, 3=17, 4=34, 5=57,
6=133

At least 1 in 1t week At least 1 in 29 week At least 1 in both
N=248 N=226 N=251

Dose increase
N=137

# calls complete
1=1, 2=6, 3=9, 4=23 5=30,
6=68

1st week not 2nd 2nd week not 15t
N=134 N=124




Presence of Suicidal Ideation
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17.5(24)
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Baseline

. CHRT-SR

. CHRT-CRC
. QIDS-C (31)
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. HRSD (31)
. HRSD (22)
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Presence of suicidal ideation

Dose Initiation Dose increase
a. QIDS-C(31) atweek 1 X. QIDS-C (31)
b. QIDS-C (32) at week 1 y. QIDS-C @ 2)
c. CHRT-CRC on any MWF calls z. CHRT-CRC on any MWF calls




Population Gaps




Population Gaps

Parameter

Symptomatic
Volunteers

Patients

Chronically ill
Concurrent Axis |
Concurrent Axis 1

Treatment-resistant
Suicidal

Substance abusing
Will accept placebo

+++

+++

+++
++
++




Are Efficacy and Real
World Patients Different?




STAR*D Participant Flow
(CONSORT Chart)

Not offered
(4,790) Consent
! or
Refused to

Ineligible Consented C ‘
(136) (4,177) onsen

Eligible HRSD,; < 142
(4,041) (607)
l Or Missing

Failed to Return HRSD,, =14
(234) (3,110)

|

Eligible for Analysis
(2,876)

!

? Efficacy Sample Nonefficacy Sample Could Not Be Classified
(635) (2,220) (21)

2 Some of these subjects were eligible for entry into Level 2.
Wisniewski et al, AJP 2009




Outcomes? - |

Efficacy Nonefficacy
Outcome (N=635) (=ryyde)

QIDS-SR,; remission 35% 25%
QIDS-SR4 response 52% 39%

Exit QIDS-SR 8.6+5.2 10.0+5.6
QIDS-SR,; % change -45.4+33.2  -37.4433.3

2 Descriptive statistics presented as meantsd and n (%N). Sums do not always equal N due to
missing values. Percentages based on available data

QIDS-SR;; = 16-item Quick Inventory of Depressive Symptomatology — Self-report
Wisniewski et al, AJP 2009




Data Collection In Future Studies

Reconsider Target Population

Assess trajectory of SI/behavior
Assess Medical and Axis I Comorbidity
Imulsivity

Irritability

Alcohol/Drug Abuse HX

Family Hx of Axis | disorders

Social Context

Stress Response Characteristics
Protective and other risk factors




