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The problem

ÅPromising beginnings in 1950s

ÅSlow and uncoordinated

ÅSmall scale, unambitious 

ÅFailure to replicate or conduct key experiments.

ÅLack of agreed targets

ÅApplies to psychological as well as drug therapy
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Lithium remains the only bipolar specific drug 

treatment 

Å Unknown MOA

Å Intracellular signalling

ïInositol monophosphatase

inhibition

ïGlycogen synthase kinase 

3 (GSK-3) inhibition

ïProtein kinase C pathway 

inhihibition



Mania, depression, suicide
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Months to first event

Combination Lithium

Valproate

At risk (events):

Combination 110 (14) 96 (17) 77 (10) 67 (7) 59 (4) 53

Lithium 110 (23) 86 (15) 70 (10) 59 (8) 50 (5) 43

Valproate 110 (34) 74 (18) 56 (7) 48 (3) 42 (6) 36

(2) 47 (4) 36 (1) 20(0) 2 (0) 1 (0) 0

(2) 39 (2) 30 (0) 12(0) 1 (0) 1 (0) 0

(3) 29 (5) 17 (0) 6 (0) 1 (0) 0 (0) 0
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Months to first hospitalisation

At risk (events):

Combination 110 (2) 108 (7) 99 (1) 98 (3) 93 (0) 89

Lithium 110 (4) 105 (3) 101 (6) 92 (4) 87 (3) 81

Valproate 110 (8) 100 (4) 96 (0) 95 (6) 85 (4) 78

(0) 81 (1) 69 (2) 29 (0) 2 (0) 1 (0) 0

(2) 71 (0) 61 (0) 21 (0) 2 (0) 1 (0) 0

(0) 70 (3) 57 (0) 22 (0) 3 (0) 1 (0) 0
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At risk (events):

Combination 110 (2) 108 (7) 99 (1) 98 (3) 93 (0) 89

Lithium 110 (4) 105 (3) 101 (6) 92 (4) 87 (3) 81

Valproate 110 (8) 100 (4) 96 (0) 95 (6) 85 (4) 78

(0) 81 (1) 69 (2) 29 (0) 2 (0) 1 (0) 0

(2) 71 (0) 61 (0) 21 (0) 2 (0) 1 (0) 0

(0) 70 (3) 57 (0) 22 (0) 3 (0) 1 (0) 0

Time to 10% hospitalised (months) (95% CI)

Combination: 11.3 (4.0 to -)

Lithium: 7.7 (3.2 to 10.0)

Valproate: 4.7 (1.6 to 10.8)
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Å 522 trials 

Å 116477 participants

Long term treatments ïlarge scale evidence of 

uncertain quality




