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Current US treatment s for bipolar disorders (2006)
————————————————————————————————————————————————————————————————————

Majo r Mixed Long-term BP-II or
Agents Mania Depression Stat es Main tenance Cyclot hymia Suicide
————————————————————————————————————————————————————————————————————

Antidep res sants No No No No No No
Lithi um Yes No No Yes No Pending
Chlorpromazine Yes No No No No No
-------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------

Carbamaze pine -ER Yes No Yes No No No
Div alproex Yes No No No No No
Lamotrigi ne No No No Yes No No
Oxcarbazepin e No No No No No No
-------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------

Aripiprazole Yes No Yes Yes No No
Olanza pine Yes No Yes Yes No No
ON Z+FLX No Yes No No No No
Quetiapine Yes No No No No No
Rispe ridone Yes No No No No No
RSP-depot No No No No No No
Ziprasidone Yes No No No No No
————————————————————————————————————————————————————————————————————
ER = ext3en ded release, FLX =  fluoxe tine; ONZ  = olanzapin e; RSP = risp eridone (depot  = IM
carbohydrate microspheres).  Other BPD conditi ons  needin g stud y: a. dysthym ia, b. comor bid
subst ance use, c. comor bid  anxiety dis orders, d. rapid-c yclin g, e. functi onal dis abilit y, f. all-cause
mortality.
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Sui cida l Risk in Sele cted D isorders
——————————————————————————————————————————————

Disorder SMR %/Year %Total
——————————————————————————————————————————————

Bipolar disorder 21 0.31 15.5
Severe Maj Depr 19 0.29 14.6
Mixed drug abuse 19 0.28 14.7
Dy sthymia 11 0.17 8.6
OCD 11 0.14 8.2
Panic disorder 11 0.16 7.2
Schizophrenia 8.0 0.12 6.0
Personality Dx s 6.7 0.10 5.1
Alcohol abuse 5.3 0.08 4.2
Cancer 2.0 0.03 1.3
Genl pop ula t ion 1.00 0.015 0.72
——————————————————————————————————————————————
Adap ted from Harris & Barraclough. Br J Psychi atry. 1997;170:205-208;
Tond o  et al. CNS  Drugs. 2003; 17: 491-511.
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[From Baldessarini et al. J Clin Psychiatry  57: 441–448, 1996]

Time to 50% Recurrence Risk:
Rapid vs. Gradual: 4.5 vs. 20.5 months
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[Baldessarini & Tondo 2006]



Long-term treatments received by
254 bipolar-I patients (1996–2002)
——————————————————————————————————————

Agent % of  Cases Wks of  Rx
——————————————————————————————————————

Mood-sta bili ze rs 97.0 37.4
Lithium 64.0 42.8
Val proate 52.3 37.8
Carbamaze pine 26.4 39.8
Gabape ntin 26.4 28.1
Topiramate 11.2 24.0
Lamotrigine 10.9 24.9

Antid epressants 52.7 23.5
Antip sychoti cs 32.9 21.3

Typical 20.9 23.7
Atypical 16.7 18.1

Benzodiazepines 48.8 14.5
——————————————————————————————————————
From Post et al: J Clin  Psychiatry 2003; 64: 680–690.   
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Retention of Initial
Monotherapy: 7760
US Bipolar Patients 

Note: Most cases shift to poly-Rx



Lithiu m: Long-term randomized controlled trials
——————————————————————————————————————————————————————————————————

Stable Taper Treated Relap se Risk
Study Dx (mo) (wk) (mo) Lithium Pbo
——————————————————————————————————————————————————————————————————

Prien  et al. 1973 BP I ? ? 24 43/101 84/104
Kane et al. 1982 BP II ? ? 24 2/10 8/12
Bow den  et al. 2000* BP I (M) 3 2 12 28/91 36/94
Bow den  et al. 2002* BP I (D) 3 2 12 56/121 66/121
Bow den  et al. 2003* BP I (Mm) 2–3 3 12 18/46 49/70
——————————————————————————————————————————————————————————————————

Totals 147/369 243/401
RR [95%CI]    1.52 [1.19–2.00]
——————————————————————————————————————————————————————————————————

Adapted  from Ged des e t al. Am J Psychiatry 2004; 161: 217–222 .  [*] Primarily LTG trial.
Outcomes  vs. new  mani as: Li: 37/268 (13.8%) vs. PBO: 70/297 (23.6%); RR = 1.71 [C I: 1.05–2.50].
Outcomes  vs. new  dep ress ions: Li: 67/268 (25.0%) vs. PBO: 88/297 (29.6%); RR = 1.18 [C I: 0.91–1.56].
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Angst et al. 2005
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Rucci et al. 2002

Coryell et al. 2001
Kallner et al. 2000

Brodersen et al. 2000
Bauer et al. 2000*
Tondo et al. 1998

Coppen & Farmer 1998
Bocchetta et al. 1998

Greil et al. 1996, 1997a,b*
Nilsson 1995

Koukopoulos et al. 1995
Sharma & Markar 1994

Lenz et al. 1994
Felber & Kyber 1994

Rihmer et al. 1993
Müller-Oerlinghausen et al. 1992

Modestin & Schwarzenbach 1992
Nilsson & Axelsson 1990

Lepkifker et al. 1985
Hanus & Zapletalek 1984
Venkoba-Rao et al. 1982

Ahlfors et al. 1981
Poole et al. 1978

Kay & Petterson 1977
Prien et al. 1974*
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Meta-Analysis:
Lithium vs. 
Suicides &
Attempts
[Baldessarini et al. 2006]



Meta-analyses:
Lithiu m treatment vs. suicid al risk
————————————————————————————————————————————————

Studies Risk Rat io
Cond ition s (N) (RR) [95% CI] p
————————————————————————————————————————————————

All studies 34 4.91 [3.86–6.23] <0.001

Suicides  25 4.89 [3.46–6.91] <0.001
Attempts 20 4.86 [3.58–6.59] <0.001

BPD 15 5.53 [3.72–8.20] <0.001
MADs 19 4.58 [3.38–6.21] <0.001

RCTs 8 4.29 [1.46–12.6] 0.008
Open trials 26 5.00 [3.83–6.53] <0.001
————————————————————————————————————————————————
Analy ses b ased  on  conse rvativ e, rand om -eff ects mo de li ng , with stratifi catio n.
From Baldessarini et al. 2005.



Long-term RCTS in Bipolar Dis orders:
Ant iconvulsants
——————————————————————————————————————————————————————————————————————

Other Relapse Rate (%)
Studies Dx Mos Rx AC Other RR
——————————————————————————————————————————————————————————————————————

Diva lproex
Bow den  et al. 2000 M Š18 Lithi um 45/187 (24.1%) 28/91 (30.8%) 1.28

Placebo 45/187 (24.1%) 36/94 (38.3%) 1.59

Calabrese e t al. 2005 RC Š12 Lithi um 14/28 (50.0%) 18/32 (56.2%) 1.12

Lamotr igine
Calabrese e t al. 2000 RC Š6 Placebo 45/93 (48.4%) 48/89 (55.1%) 1.14

Bow den  et al. 2003 M Š6 Lithi um 28/59 (47.5%) 18/46 (39.1%) 0.82
Placebo 28/59 (47.5%) 49/70 (70.0%) 1.47

Calabrese e t al. 2003 D Š6 Lithi um 68/221 (30.8%) 45/121 (32.2%) 1.05
Placebo 68/221 (30.8%) 43/121 (35.5%) 1.15

——————————————————————————————————————————————————————————————————————



Long-term RCTS in Bipolar Dis orders:
Modern Anti psychot ics
——————————————————————————————————————————————————————————————————————

Other Relapse Rate (%)
Studies Dx Mos Rx APD Other RR
——————————————————————————————————————————————————————————————————————

Olanzapin e
Tohen  et al. 2004 M/D Š18 ON Z vs. PBO 11/30 (36.7%) 21/38 (55.3%) 1.51

+Li/D VP

Tohen  et al. 2005 M Š12 Lithi um 53/214 (24.4%) 69/214 (32.2%) 1.32

Ketter et al. 2006 M Š12 Valproate 65/217 (30.0%) 83/214 (38.8%) 1.29

Aripipraz ol e
Keck et al. 2006 M Š6 Placebo 21/77 (27.3%) 36/83 (43.4%) 1.59

——————————————————————————————————————————————————————————————————————



Conclusions:
Long-term mood-stabili zer treatment
————————————————————————————————————————————————————

Modes t ef fect sizes; chaotic morbidity ; high dropouts;
 PBO di ffi cult  practically & ethically
Inade quate Rx of depress ive/dysphoric/mixed morbidity ,
 though disabli ng & lethal
Epi sode -counts less sens itiv e/valid than %-time-ill,  & greatly
 underes timate s low er/longer D-ty pe  morbidity
Bene fit s/risks  of all  Rxs poorly t es ted in BP-II syndrome
Most trials far too brief  & risk relapse  not  = recu rrence ?
Rx-discontinua tion artifacts very li ke ly ; optimal control by
 dose -tapering remains littl e tes ted  wit h lithi um, untested
 wit h others
Time-to-recurrence hypothesi s (survival analysis) need s
 more tes ting as a su rrogate for total long-term morbidity
“Enrichment” & “relapse -prevention” des igns: surely
 biased, e ven if “neces sary” for recruitment & signals?

————————————————————————————————————————————————————


