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UW PACC REGISTRATION

Please be sure that you have completed the full
UW PACC series registration.

If you have not yet registered, please email
uwpacc@uw.edu so we can send you a link.
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NIMH Collaborative Depression Study
10 years follow-up: BP II had greater chronicity and comorbidity

Judd LL, et al, Arch Gen Psychiatry 2002;59:530-537  Slide Courtesy of Mark Frye M UW PACC
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EXAMPLE CASE

A 45yo man with a history of Bipolar I, on
amotrigine 200mg daily for a year without a
nypomanic episode, presents to the ER with
ow mood, poor sleep, rumination, anhedonia,
and thoughts of jumping off the Aurora
Bridge. What medication has the best data for
treating an acute, bipolar, depressive episode?
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ACUTE BIPOLAR DEPRESSION MEDICATION ALGORITHM
(CINP, INT J NEUROPSYCHOPHARM, 2016)

1 quetiapine
lurasidone

olanzapine

lithium + lamotrigine

mood stabilizer + lurasidone, modafinil, or
pramiprexole

Mood stabilizer + Lexapro or Prozac (2", 3", or not
included, depending on which “consensus”)

valproate

lamotrigine

aripiprazole
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FDA PHARMACOPOEIA FOR BIPOLAR MONOTHERAPY IN ADULTS

Acute Manic or Bipolar Bipolar

Mixed Maintenance Depression
Aripiprazole 2004 2005
Asenapine 2009
Carbamazepine (ER) 2004
Cariprazine 2017 2019
Chlorpromazine 1999
Lamotrigine 2003
Lithium 1975 1978
Olanzapine 2000 2003
Lurasidone 2013
Olanzapine/Fluoxetine 2003
Quetiapine (original & XR) 2004, 2008 2008 2004, 2008
Risperidone 2003
Valproate (original & ER) 1994, 2005
Ziprasidone 2004 m
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* p<.05; ** p <.01 vs. placebo; NS = not significant vs. placebo

Example Quetiapine Data

EMBOLDEN - |
(BAD I AND Il - CURRENTLY DEPRESSED, UP TO 28 DAY WASH-OUT, 8 WEEK TREATMENT)

Remission (MADRS < 12)

Young AH, et al. J Clin Psych. 2010 Feb;71(2):150-62.

B Quetiapine 300mg
(n=265)

B Quetiapine 600mg
(n=268)

w Lithium (n=133) blood
level = 0.6

M Placebo (n=136)
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EXAMPLE DATA FOR LURASIDONE

SAJATOVIC ET AL, J CLIN PSYCH, 2016
BIPOLAR |, OVER AGE 55

Figure 1. Monotherapy With Lurasidone (pooled doses of 20-60 mg/d and
80-120 mg/d)? vs Placebo: LS Mean Change in MADRS Total Score for the mITT Population®
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Atffect size for pooled lurasidone dose groups=0.81.

bAssessed using a mixed model for repeated measures (MMRM) analysis.

*P<.05. **P<.01.

Abbreviations: LS = least squares, MADRS = Montgomery-Asberg Depression Rating Scale, mITT = modified ACC
intent-to-treat.
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THE MOST RECENT ADDITION

e Cariprazine (Mclntyre et al., CNS Spectrums, Oct
2019)

— Post hoc analysis of 3 placebo-controlled trials of
Bipolar | patients in a current depressive episode. 58%
had concurrent manic symptoms.

— Dose 1.5 and 3mg/day

— For patients with manic symptoms, both doses beat
placebo, with the higher dose trending towards a
better outcome

— For patients without manic symptoms, 1.5mg beat
placebo, but 3mg did not.
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WHAT ABOUT SYMBYAX FOR ACUTE BP
DEPRESSION?

 Symbyax is FDA approved for bipolar depression and
demonstrates good efficacy as a monotherapy in meta-
analyses. (Vieta et al., J Clin Psychopharmacol. 2010
Oct;30(5):579-90).

* Symbyax vs. Olanzapine is complicated. In the original, 8-
week, drug company trial, Symbyax beat olanzapine, and both
beat placebo, but the drop out rate and unequal arms confuse
the intent-to-treat data (Placebo drop out 232/377, olanzapine
191 of 370, Symbyax 31 of 86).

* Olanzapine monotherapy now has a new placebo-controlled
trial to support use (Tohen, Br J Psych, 201(2012), though 46%
of patients on long-term olanzapine have weight gain >7% of

their body weight.
y Welg M UW PACC
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WHAT ABOUT OTHER ANTIPSYCHOTICS
FOR BP DEPRESSION?

* Both placebo-controlled trials of Abilify monotherapy
(5-30mg) for acute bipolar depression were negative.
(Cruz, Int J Neuropsychopharmacol. 2010 Feb;13(1)

 Mood stabilizer + risperidone or paroxetine or
risperdal/paroxetine or placebo did not separate and
had only a modest effect for acute bipolar depression.
(Shelton, J Clin Psych. 2004 65(12))

e A 298 patient Ziprasidone trial (dose 40-160mg) was
negative (Sachs, J Clin Psych, 72(2011)).
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S

Med Daily Dose Monthly Cost
Olanzapine 10mg generic
Quetiapine  600mg generic
Latuda 80mg $1200
Vraylar emg $1200
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Comparing Our Side Effect Data
(from fda.gov package inserts)

New Gain >7% % with % with
glucose body weight Parkinsonism akathisia

>126

olanzapine 12.8% 39.8% 64% 12% (10mg) 19% (10mg)
(48 weeks) 14% (15mg) 27% (15mg)
quetiapine 2.6% 6% 8% 1.9% (300mg) 0% (300mg)
(short term) 2% (600mg) 0% (600mg)
cariprazine none none 8% 9% (1-3mg) 15% (1-3mg)
(6 weeks) 14% (9-12mg)  20%(9-12mg)
lurasidone none none 2.4% 9% (40mg) 11% (40mg)
(8 weeks) 17% (120mg) 22%(120mg)
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EXAMPLE ANTIDEPRESSANT BIPOLAR DEPRESSION STUDY

40 1 B Mood Stabilizer +

351 Antidepressant

30. (n=179)

25| O Mood Stabilizer +
Placebo (n=187)

201

Durable Transient Response
Remission Remission

- 26 week study of Bipolar |
and Bipolar Il

Patients (%) _

- bupropion or paroxetine
- lithium or valproate
- “Durable” = 8 wks euthymic

- “Transient” = 1-8 weeks
euthymic

- “‘Response” = > 50%

Sachs GS, et al. N Engl J Med 2007;356. improvement without mania
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Antidepressant Controversy
(McGirr et al, Lancet Psychiatry, 2016)

A = Response (50% reduction in rating scale score)
B = Remission (MADRS <12, HDRS < 7)

A
Antidepressant (n/N) Placebo (nfN) OR (95% Cl) p value Weight (%)
Memeroff et al (2001)* 17/35 18/43 —_— 1-312 (0-534-3-220) 0-554 10-03
Tohen et al (2003)°* A6/86 137/370 —B— 1.956 (1-218-3-140) 0-005 23.06
Shelton et al (2004)% 3/10 3/10 n 1-000 (0-148-6.772) 1-000 2-66
STEP-BD (2007} 58/179 71/187 - 0783 (0.509-1.204) 0-266 25.25
Yatham et al (2016)* 106/172 104/172 1.050 (0-681-1-620) 0-825 2509
CAPE-BD™ 29/60 27/59 1109 (0-540-2-278) 0-779 13-91
Overall 1.158 (0-840-1.597) 0-371 100-00
I ] | 1 I | 1
B
Antidepressant (n/N) Placebo (nfN) OR (95% CI) p value Weight (%)
Nemeroffet al 2001)° 1535 15/43 —r-— 1400 (0-559-3-504) 0-472 10.45
Tohen et al (2003)* 40/86 115/370 R 1-928 (1-196-3-108) 0-007 24-58
Shelton et al (2004)7 3/10 1/10 - p  3.857(0-326-45-570) 0-284 176
STEP-BD (2007 32/179 40/187 —.-— 0-800 (0-477-1-343) 0399 2257
Yatham et al (2016)* 91/172 91/172 —_- 1.000 (0-655-1-527) 1-000 27-54
CAPE-BI¥® 19/60 16/59 —i— 1.245 (0-565-2.746) 0586 1310
Overall 1.220(0-874-1.703) 0-243 100-00

Favours placebo  Favours antidepressant
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SHOULD WE TREAT BAD-I AND BAD-II

DEPRESSIVE EPISODES DIFFERENTLY?

e Altschuler et al., Am J Psych, March 2017

— 16 week, double-blind, 142 patients with BAD-II depression,
divided lithium monotherapy (goal level 0.8-1.2), sertraline
monotherapy (minimum 100mg), or combo.

— Qutcomes:

e Switch to hypomania or mania: 17.9% overall, all
hypomanias (no manias), and no statistical difference
between groups (even amongst rapid-cyclers)

* The discontinuation rate of the combo group (70%) was
significantly higher than either monotherapy group
(sertraline 42%, lithium 55%); predictors of
discontinuation overall were younger age at onset of
depression and lower CGl score.
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