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Pa tients di ag nosed with bi po lar dis or ders (BDs) of ten ex -

pe ri ence pro longed la tency  from ill ness on set to the start

of sus tained, long-term pro phy laxis (1–4). This may rep re sent 

a par tic u larly crit i cal pe riod in the nat u ral his tory of these dis -

or ders (5–9). A widely con sid ered hy poth e sis is that

 kindling-like phe nom ena or be hav ioural sen si ti za tion oc curs

in BD, as re flected in in creas ingly se vere or more rap idly re -

cur ring ill ness ep i sodes over time (5,6). Of ten cited in sup port

of this con cept is ev i dence that in ma jor af fec tive ill nesses the

cy cle length (that is, the time from the start of an ep i sode to the

start of the next) and the in ter vals of rel a tive wellness be tween 

acute ep i sodes may un dergo pro gres sive short en ing, par tic u -

larly with out treat ment (10–12).

The kind ling hypoth e sis of pro gres sive wors en ing in major

affec tive dis or ders arises from an ani mal model of sec ond arily 

gen er al ized epi lepsy fol low ing ini tially minor and local ized,

exper i men tally induced sei zures (6,13). This phe nom e non is

some times taken as a nonhomologous model for mood dis or -

ders. The model sug gests that untreated affec tive ill ness may

lead to pathophysiological changes in brain tis sue of untreated 

patients. Some neuroradiological and post mor tem

neuropathological find ings have been inter preted as sup port -

ing this hypoth e sis. They include struc tural changes in brain

imag ing and post mor tem neuropathological changes in the

brain tis sue of BD patients, as well as sug ges tions that mood

sta bi liz ers may pre vent or reverse such changes (7,14–16).
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Ob jec tive: To an a lyze new and re viewed find ings to eval u ate re la tions be tween treat ment
 response and la tency from on set of bi po lar dis or der (BD) to the start of mood-stabilizer
pro phy laxis.

Method: We an a lyzed our own new data and added find ings from re search re ports iden ti fied
by com put er ized search ing.

Re sults: We found 11 rel e vant stud ies, in volv ing 1485 adult pa tients di ag nosed pri mar ily with
BD. Re ported la tency to pro phy laxis av er aged 9.6 years (SD 1.3), and fol low-up in treat ment
av er aged 5.4 years (SD 3.1). Greater ill ness in ten sity and shorter treat ment la tency were closely 
as so ci ated, re sult ing in a greater ap par ent re duc tion in mor bid ity with ear lier treat ment.
 However, this find ing was not sus tained af ter cor rec tion for pre treat ment mor bid ity, and treat -
ment la tency did not pre dict mor bid ity dur ing treat ment. There fore, as sess ments based on im -
prove ment with treat ment, or with out cor rec tion for pre treat ment mor bid ity, can be mis lead ing.

Con clu sions: Avail able ev i dence does not sup port the pro posal that de layed pro phy laxis may
limit re sponse to pro phy lac tic treat ment in BD and re lated dis or ders.

(Can J Psy chi a try 2003;48:449–457)

In for ma tion on fund ing and sup port and on au thor af fil i a tions ap pears at the end of the ar ti cle.

Clin i cal Im pli ca tion

· Phar ma co logic pro phy laxis in bi po lar dis or der (BD) ap pears to be sim i larly ef fec tive at early and
later stages of adult BD. Nev er the less, it is im por tant clin i cally to in ter vene early to limit un treated 
mor bid ity.

Lim i ta tion

· Avail able stud ies of this topic are nat u ral is tic and un con trolled.



The time between onset of BD ill ness and the start of pro phy -

lac tic treat ment can be char ac ter ized in var i ous ways, such as

elapsed time, epi sode counts, their rela tion (that is, episodes

per time), or other mea sures of ill ness inten sity. All these mea -

sures can be inac cu rate when based on incom plete med i cal

records and poten tially faulty patient or fam ily rec ol lec tions

about these clin i cally com plex epi sodic ill nesses (17,18).

Hos pi tal iza tion can be a more reli able param e ter, but it does

not take into account milder epi sodes. More over, nei ther epi -

sode nor hos pi tal iza tion counts con sider subsyndromal ill -

ness, which is often a major com po nent of long-term

mor bid ity in BD (19). It is also pos si ble that pathophys i o log i -

cal mech a nisms in BD may per sist even in the absence of

acute epi sodes or subsyndromal symp toms, sug gest ing con -

sid er ation of time rather than ill ness events. For exam ple, per -

sis tent dysregulation of hypothalamo–pitu itary–adre nal

(HPA) func tion (20), as well as phase advances in cir ca dian

motil ity rhythms (P Salvatore, per sonal com mu ni ca tion,

March, 2003), can per sist in BD patients, inde pend ent of

depres sion or mania.

Fur ther, it seems plau si ble to expect that, if BD epi sodes tend

to increase in fre quency or become more severe over time, the

dis or der may also become less treat ment-responsive and that

ear lier pro phy laxis may there fore yield supe rior ben e fits and

clin i cal out comes (8,9). How ever, whether delay of pro phy -

lac tic treat ment in BD leads to infe rior treat ment response or

out come remains uncer tain. To address this ques tion empir i -

cally, we reviewed new data from our own stud ies as well as

pub lished reports on the effects of pro phy laxis latency on

response and out come in patients with BD and related

dis or ders.

Methods
We ana lyzed new data from our own nat u ral is tic stud ies car -

ried out in 2 large out pa tient clin ics for affec tive dis or ders in

Berlin and Sar dinia. Details of the clin i cal set tings, patient

char ac ter is tics, and diag nos tic and clin i cal assess ment meth -

ods are detailed else where (2,3). Sta tis ti cal anal y ses pre sented 

used Statview-5 sta tis ti cal soft ware (21).

In addi tion, we retrieved rel e vant research lit er a ture using a

Medline-based com put er ized search from 1966 to April 30,

2003. The search terms were as fol lows: affec tive, bipo lar,

manic-depressive, mood dis or der, long-term treat ment, main -

te nance, pro phy laxis, dura tion of ill ness, delay, latency, lith -

ium, anticonvulsants, antiepileptic drugs, carbamazepine, and 

valproate. We checked ref er ences cited in retrieved papers

and recent reviews for fur ther con tri bu tions. We included

stud ies if they exam ined the sig nif i cance of the time between

ill ness onset and first use of any form of long-term (that is, 6

months or lon ger) mood-stabilizer treat ment in BD or in BD

plus other related dis or ders. We excluded stud ies if they

reported on short-term treat ment of acute epi sodes. We

decided against a qual ity rat ing of the stud ies and against

using quan ti ta tive metaanalytic tech niques, since the stud ies

var ied highly in meth ods and out come param e ters.

Results
Within our search period, we iden ti fied 11 stud ies pub lished

between 1967 and 2003 (3,8,9,22–29) that pro vided rel e vant

infor ma tion (Table 1). They involved 1485 patients, with an

aver age of 135 sub jects per study (range 29 to 450). Reported

age at ill ness onset aver aged 30.5 years (SD 1.4); latency from 

onset to start of main te nance treat ment aver aged 9.58 years

(SD 1.32); and pro phy laxis or fol low-up aver aged 5.36 years

(SD 3.09) (range 1 to 11 years; means are weighted by num ber 

of sub jects per study). All stud ies ascer tained the time from

ill ness onset to the start of sus tained main te nance ther apy

 retrospectively, and meth ods of acquir ing out come data dur -

ing treat ment var ied. Table 1 sum ma rizes diag nos tic and other 

meth ods. Sev eral stud ies (8,9,22,23) included some recur rent

uni po lar or schizoaffective dis or der patients with the BD sub -

jects and did not report each diag nos tic group sep a rately

(Table 1).

Only 3/11 stud ies reviewed found a sig nif i cant asso ci a tion

between shorter latency and a better out come of long-term

pro phy lac tic treat ment with a mood sta bi lizer. Two of these

stud ies involved some of the same sub jects (8,9), and the third

study found the effect only with some out comes (28).

 Paradoxically, another study reported that lon ger latency was

asso ci ated with better response (25). Most stud ies (7/11),

how ever, found no rela tion between lon ger treat ment latency

and reduced ben e  f i ts  of  long- term t reat  ment

(3,22–24,26,27,29).

Among the 3 stud ies report ing supe rior out comes with shorter 

treat ment latency (8,9,28), that of Franchini and cowork ers

(8) inves ti gated the ill ness course of 270 BD and recur rent

major depres sion patients. With ear lier treat ment, they found

rel a tively greater spar ing of mor bid ity (that is, reduced epi -

sode fre quency dur ing vs before treat ment) among quartiles

based on treat ment latency. This find ing was sup ported in a

later report on 61 sim i lar patients (9), 30 of whom were

included in the ear lier report (8). The asso ci a tion of latency

and improve ment was not cor rected for the cor re la tion found

between more severe pre treat ment ill ness and treat ment

latency. More over, epi sode fre quency dur ing treat ment

appeared not to dif fer among latency groups (8). The third

seem ingly pos i tive study eval u ated 56 BD I patients for ret ro -

spec tive and cur rent mor bid ity, with out pro spec tive fol low-

up (28). Hos pi tal iza tion rate, risk of sui cide attempts, and

social func tion ing dur ing the pre vi ous year were all less

favour able when pro phy laxis had been started later. How -

ever, the mor bid ity mea sures pro vided include peri ods before
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Table 1  Studies of relations between treatment latency and outcome in bipolar and related disorders 

Study
Cases

n
On set
age

La tency
(years)

Treated
(years)

La tency
ef fectsa Study methods and comments

Baastrup and othersb (22) 88 NR 10.3 2.5 None Clinical diagnosis: mixed (BD + MDD), women only;
lithium with serum assay; shorter latency associated
with more severe pretreatment illness. Outcome:
treated illness.

Bouman and others (23) 104 29.9 10.2 4.4 None DSM-III: mixed MAD (BD + MDD + SzAD); lithium with 
serum assay. Outcome: change in morbidity; more
episodes, but not latency, predicted better response. 

Maj and others (24) 53 29.8 11.2 7.5 None RDC: BD, highly selected, patients stable on lithium
(with serum assays) 5 years. Outcome: subjects with

³  2 recurrences (n = 8) had a ligher latency. This
finding was not sustained in multivariate logistic
regression; some morbidity measures were greater
with earlier treatment. 

Kusalic and Engelsman
(25)

29 29.7 11.2 2.0 Lon ger ®
better

DSM-III-R: BD I; lithium with serum assay. Outcome in 
treatment: categorical (responder or better
nonresponder). 

Kulhara and others (26) 118 NR 8.4 11.1 None ICD-9: BD I (men/women = 2.5); mostly retrospective;
lithium with serum assay. Outcome: change in treated
morbidity; no effect of latency or episode count. 

Franchini and othersc (8) 270 32.9 10.2 4.7 Shorter

® better

DSM-IV: mixed MAD (BD + MDD); lithium with serum
assay. Outcome: change in episode rate; confound of
shorter latency with more severe pretreatment
morbidity not controlled. 

Seretti and others (9) 61 31.0 11.3 4.5 Shorter

® better

SADS: mixed MAD (BD + MDD); overlaps Franchini
sample; lithium with serum assay. Outcome: change in 
episode rate; higher melancholia scores with shorter
latency. 

Garcia-Lopez and others
(27)

139 28.8 12.7 7.6 None BD (clinical diagnosis): lithium and long-term adjuncts. 
Outcome: any relapse and, episodes per year
nonsignificant correlation with recurrence rate 
(r = 0.16); results not controlled for pretreatment
illness severity.

Goldberg and Ernst (28) 56 31.7 9.8 1.0 Shorter

® better

DSM-IV: BD I; various medicines; retrospective,
cross-sectional; latency shorter with greater better
Illness-severity. Outcomes: hospitalization, suicide
attempts, social function better with shorter
reatment-latency. 

Baethge and others (3) 147 31.9 9.3 7.7 None DSM-III-R: BD I; lithium (88%) or CBZ with serum
assays; latency shorter with greater ill ness severity

(con trolled for). Out comes: % time ill ´ sever ity, time
well, change of time in hospital; outcomes unrelated to 
treatment, latency or prior episode count. 

Baldessarini and others
(2,29)

   450   28.9     7.8    4.2 None DSM-IV: BD I and II; lithium (86%) or CBZ with serum
assays; illness more severe with shorter latency.
Outcomes: % time ill, episodes yearly during
treatment; outcomes unrelated to latency with
diagnostic group or treatment. 

BD = bi po lar dis or der, CBZ = carbamazepine; MAD = re cur rent ma jor af fec tive dis or ders; MDD = re cur rent ma jor de pres sive dis or der; NR = not re ported;
SzAD = schizoaffective dis or der; SADS = Sched ule for Af fec tive Dis or ders and Schizo phre nia; ® = as so ci ated with

The 11 stud ies in clude 1485 sub jects (dis count ing ap prox i mately 30 pa tients in 2 stud ies [8,9]).

Weighted av er age (SD): on set-age = 30.5 (1.4) years, la tency = 9.58 (1.32) years; treat ment fol low-up time av er aged 5.36 (3.09) years, in di cat ing that age at
the start of treat ment was ap prox i mately 40.1 years.  
aEf fect of la tency on out come, as de fined in study methods and comments.

bLa tency and time treated are es ti mated: la tency, from groups: short (0–5 years: n = 26), in ter me di ate (6–14 years: n = 31), and long (³ 15 years: n = 31). 
cLa tency and treated fol low-up time are not spec i fied, but are es ti mated from data re ported. 



and dur ing long-term treat ment, which con founds inter pre ta -

tion of the results.

In addi tion, Maj and cowork ers stud ied late loss of treat ment

response and reported that, among 53 lith ium-treated BD

patients who had been sta ble for 5 years, 8 had started lith ium

treat ment some what later than the oth ers and expe ri enced 2 or

more relapses in the fol low ing 5 years (24). How ever, a multi -

variate anal y sis disconfirmed this sug ges tive find ing in a

small and unusual sam ple. More over, the 8 late-relaps ing sub -

jects had other unfa vour able out come pre dic tors, includ ing

more subsyndromal affec tive mor bid ity and sub stance abuse

dur ing the first 5 years of treat ment (22). Also, Garcia-López

and col leagues found a weak, nonsignificant cor re la tion

between lon ger treat ment latency and a higher relapse rate

dur ing a period of pro phy laxis and an appar ently short time of

lith ium dis con tinu a tion (27). This find ing was uncon trolled

for pre treat ment ill ness sever ity. Finally, the sin gle study find -

ing that lon ger treat ment latency pre dicted a better out come

involved only 29 BD I patients (25). Of these, only 6 were

con sid ered nonresponders, leav ing the sig nif i cance of the

asso ci a tion between treat ment latency and out come unclear.

Among stud ies pro vid ing data regard ing pre treat ment ill ness

sever ity (3,8,9,22–24,29), all show an asso ci a tion between

more severe ill ness and ear lier start of pro phy laxis (although

only for some mea sures in 1 study [24]). Our stud ies

(2,3,29–31) quan ti fied such rela tions and found highly

sig nif i cant cor re la tions with treat ment latency (nonpara met -

ric Spearman rs, all P < 0.0001): 0.58 for pre treat ment

hos pi tal iza tion rate (3), 0.66 for pre treat ment epi sodes yearly

(2), and 0.67 for pre treat ment per cent age of time ill (2,29).

How ever, none of our stud ies found a rela tion between treat -

ment latency and response when pre treat ment ill ness sever ity

was con trolled for in the sta tis ti cal anal y sis (3) or when only

mor bid ity dur ing long-term treat ment was con sid ered

(2,3,29).

For fur ther anal y sis, we also pooled data from our stud ies

(2,3,30,31, and unpub lished data). These stud ies involved

750 patients with BD and related dis or ders (n = 475 BD I, n =

157 BD II, n = 69 recur rent major depres sive, and n = 49

schizoaffective). Almost all cases were treated in

monotherapy (652 with lith ium, 59 with carbamazepine or

divalproex, 20 with an antipsychotic, and 19 with an anti-

depres sant) for a mean of 5.03 years (SD 5.30). By diag no sis,

treat ment latency ranked as fol lows: major depres sion (mean

11.2 years, SD 11.1) = schizoaffective (mean 10.9 years, SD

10.6) = BD II (mean 9.8 years, SD 8.8) > BD I (mean 7.6

years, SD 8.2); F3,746 = 6.28, P = 0.003 over all, with BD I

shorter than all oth ers by post hoc test ing. Latency aver aged

9.2 years (SD 9.0) in women and 7.5 years (SD 8.5) in men;

F1,748 = 6.47, P = 0.01. There were strong cor re la tions

between greater pre treat ment mor bid ity (that is, epi sodes

yearly, hos pi tal iza tions yearly, hos pi tal ized days yearly, or

452 
W Can J Psy chia try, Vol 48, No 7, August 2003

The Ca na dian Jour nal of Psy chia try—In Re view

Table 2  Relation of treatment latency to morbidity before and during prophylactic treatment and its
change in patients with major affective disorder 

Cor re la tions with morbidity

Be fore treat ment Dur ing treat ment Change (be fore–dur ing)

Subgroup n rs P rs P rs P

Diagnostic groups

Bi po lar I 475 –0.185 < 0.0001 –0.001 0.986 –0.215 < 0.0001

Bi po lar II 157 0.143 0.075 0.123 0.125 –0.092 0.253

Schizoaffective 49 –0.784 < 0.0001 –0.198 0.170 –0.567 < 0.0001

Ma jor de pres sive 69 –0.721 < 0.0001 0.293 0.016 –0.675 < 0.0001

Sex

Women 461 –0.203 < 0.0001 –0.019 0.407 –0.212 < 0.0001

Men 289 –0.234 < 0.0001 0.072 0.219 –0.285 < 0.0001

All patients 750 –0.213 < 0.0001 0.018 0.606 –0.234 < 0.0001

Mor bid ity be fore treat ment is ap prox i mate yearly days of hos pi tal iza tion; mor bid ity dur ing treat ment is the es ti mated per cent age of days ill;
change in mor bid ity is ep i sodes yearly be fore–mi nus–dur ing treat ment.  Note that mor bid ity be fore start ing main te nance treat ment is in -
versely pro por tional to treat ment la tency, lead ing to a po ten tially mis lead ingly greater change in mor bid ity (es pe cially in schizoaffective dis -
or der and ma jor depression pa tients, and least among bi po lar II pa tients) but that mor bid ity dur ing treat ment is un re lated to treatment
la tency in any group, ex cept for a rel a tively weak cor re la tion among nonbipolar ma jor de pres sion pa tients that was not sus tained in
multivariate re gres sion (not shown).  Cor re la tions are by nonparametric (Spearman) rank meth ods, since time and mor bid ity mea sures are 
nonnormally dis trib uted.  Anal y ses are based on pre vi ous re ports (2,3,28–30) and un pub lished data.



approx i mate per cent age of days ill yearly) and shorter treat -

ment latency (Table 2). This cor re la tion accounted for an

appar ently greater rel a tive change in mor bid ity (by all the pre -

treat ment mea sures just listed) before vs dur ing treat ment.

Cor re la tions of pre treat ment mor bid ity and its improve ment

with treat ment were stron gest among patients with

schizoaffective dis or der and uni po lar depres sion, less strong

among BD I patients, and weak est (nonsignificant) in BD II

patients (Table 2). In con trast to changes in mor bid ity dur ing

vs before treat ment, there were no robust rela tions for mor bid -

ity dur ing pro phy laxis and treat ment latency, either over all or

for any sub group (that is, for patients with bipo lar, uni po lar

depres sive, and schizoaffective dis or ders), save for a sug ges -

tive bivariate rela tion for patients with uni po lar major

Pro phy laxis Latency and Out come in Bipo lar Dis or ders
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Table 3  Relation of treatment latency and morbidity before or during long-term maintenance
treatment in bipolar and schizoaffective disorder patients 

Treat ment-la tency cat e go ries

Study Sample Measures Shortest Longest

Baethge and others Berlin Cases (BD I + SzAD + MDD) 75 75

(3,30,31,unpublished data) Treatment latency (years)a 2.2 15.3

Morbidity during treatment 12.0 (SD 20.0) 19.0 (SD 33.0)

Baldessarini and others (2,29) Sardinia Cases (BD I + BD II) 85 365

Treatment latency (years)c
£ 1.5 > 1.5

% time ill befored 81.0 (SD 24.6) 38.4 (SD 27.0)

% time ill during treatment 21.1 (SD 24.9) 24.3 (SD 27.7)

Dis or ders: BD = bi po lar (type I or II); MDD = re cur rent ma jor de pres sive; SzAD = schizoaffective 
aBased on low est vs high est quar tile of la tency from first hos pi tal iza tion to start of pro phy laxis with lith ium or carbamazepine 
bMor bid ity in dex: % of days ill dur ing treat ment ´ se ver ity fac tor (t148 = 1.63, P = 0.104)
cYears from ill ness on set to start of long-term main te nance treat ment (lith ium or carbamazepine): short (£ 1.5) = 0.74 (SD 0.40) vs long 
(> 1.5) = 9.39 (SD 8.31) years
dBy nonparametric Mann–Whit ney U-test: z = 10.4, P < 0.0001; other con trasts dif fer nonsignificantly

Table 4  Effect of adjustment for pretreatment morbidity in multivariate analysis of effects of factors
on response to prophylactic treatment in 147 bipolar disorder patients 

Pre treat ment hos pi tal iza tion

Ex cluded In cluded

Factors b P b P

Treatment latency –0.473 < 0.001 0.003 0.925

Pretreatment episodesa 0.062 0.449 –0.012 0.611

Pretreatment hospital days yearly — — 0.961 < 0.001

Age at start of treatment –0.360 0.654 –0.008 0.747

Familial mood disorders 0.094 0.219 0.043 0.057

Medicine typeb 0.008 0.921 0.003 0.902

Sex 0.002 0.975 0.010 0.664

Anal y sis is based on lo gis tic re gres sion, show ing the ef fect of in clud ing and ex clud ing pre treat ment as a mor bid ity mea sure (hos pi tal iza -
tion days yearly).  Ex clud ing pre treat ment mor bid ity leads to the im pres sion that mor bid ity (in dex re flect ing re duc tion in time in hos pi tal)
dur ing main te nance treat ment is sig nif i cantly in fe rior with lon ger treat ment la tency.  How ever, this con clu sion is mis lead ing, since la tency
and pre treat ment mor bid ity are strongly in versely cor re lated, so that in clud ing pre treat ment mor bid ity leads to a nonsignificant re la tion be -
tween la tency and treat ment re sponse but a strong cor re la tion be tween re duced mor bid ity dur ing treat ment and pre treat ment mor bid ity. 
Both mod els highly sig nif i cantly fit the data over all (both P <  0.001).  (Based on a pre vi ously re ported study [3]).
aEp i sodes doc u mented by hos pi tal iza tion
bTreated with lith ium (n = 130) or carbamazepine (n = 17) 



depres sion—a rela tion that was not sus tained in multivariate

anal y sis (not shown).

The lack of rela tion between treat ment latency and treat ment

response is fur ther illus trated by our anal y sis of subsamples of 

extreme laten cies. These include the short est and lon gest

quartiles in our Berlin sam ples (3,30,31, and unpub lished data 

on uni po lar depres sion patients; Table 3) and less than or

equal to 1.5 years vs more than 1.5 years in our Sar din ian sub-

sam ples (2,29; Table 3). Even at these extremes of

 maintenance-therapy delay, the dif fer ences in mor bid ity dur -

ing treat ment in both stud ies were very small (3.2% and 7.0%

of time ill, respec tively). More over, based on pooled data

from all these stud ies (2,3,29–31, and unpub lished), 253

patients with no detected mor bid ity dur ing main te nance treat -

ment and 112 who were ill 50% or more of the time showed

vir tu ally no dif fer ence in aver age treat ment latency (8.29

years, SD 9.03 vs 8.57 years, SD 9.22, respec tively;

nonparametric Mann–Whit ney U-test z = 0.16, P = 0.798).

A mis lead ing inter pre ta tion of greater changes in mor bid ity

with shorter treat ment delay can also be avoided by using

multivariate logis tic regres sion meth ods, with con trol of pre -

treat ment mor bid ity. Par tial mod el ling using data for 147 BD

I patients treated with lith ium or carbamazepine, taken from

one of our stud ies (3), pro duced a highly sig nif i cant (but mis -

lead ing) asso ci a tion between improve ment in mor bid ity (that

is, change in days yearly in hos pi tal before-minus-dur ing pro -

phy lac tic treat ment) and treat ment latency. How ever, we

found this asso ci a tion only when we excluded pre treat ment

mor bid ity (defined as hos pi tal ized days yearly prior to ini ti a -

tion of pro phy laxis) from the model, whereas no rela tion to

latency was found when we included pre treat ment mor bid ity.

As well, whether we included pre treat ment mor bid ity among

the inde pend ent fac tors or not, this mod el ling found no rela -

tion between the stated mea sure of treat ment response and

pre treat ment epi sode count, sex, age at the start of treat ment,

or fam ily his tory. Sim i larly, this mod el ling found no rela tion

between the stated mea sure of treat ment response and

whether treat ment was with lith ium or carbamazepine (Table

4).

454 
W Can J Psy chia try, Vol 48, No 7, August 2003

The Ca na dian Jour nal of Psy chia try—In Re view

The nonparametric cor re la tion is nonsignificant over all (rs = 0.019, P = 0.606), as well as for each treat ment,  diagnostic group
(ex cept for ma jor de pres sion pa tients) and sex con sid ered sep a rately (see Ta ble 4).  

Fig ure 1   Re la tion of ap prox i mate pro por tion of time ill dur ing long-term main te nance treat ment (% time
ill) to treat ment la tency (av er ag ing 8.58 [SD 8.85] years) among 750 Sar dinia (n = 451) (2,27) and Berlin (n =
299) (3,28,29,  un pub lished data) pa tients (n = 461 women, 289 men) di ag nosed with DSM-III-R or DSM-IV
bi po lar I (di a monds; n = 475), bi po lar II (in verted tri an gles; n = 157), schizoaffective (squares; n = 49), or
ma jor de pres sive (cir cles; n = 69) dis or ders, treated for an av er age of 5.03 (SD 5.30) years with lith ium (n =
652), an anticonvulsant (mainly carbamazepine; n = 91), or an an ti de pres sant (n = 7) alone



Finally, based on pooled data from our stud ies of 750 patients

with BD and related dis or ders (2,3,29–31, and unpub lished),

we pro vide an illus tra tive fig ure (Fig ure 1) to indi cate the lack

of rela tion between treat ment latency and mor bid ity dur ing

pro phy lac tic treat ment, as well as enor mous vari ance in

treated mor bid ity among indi vid ual patients (coef fi cient of

vari a tion = SD / mean per cent age of time ill = 128%; range 0% 

to 100%).

Dis cus sion
Sev eral note wor thy obser va tions emerged from this study.
First, the time from onset or first diag no sis of BD and related
syn dromes to first long-term pro phy lac tic treat ment with a
mood sta bi lizer was remark ably long. Delay aver aged 9.6
years, and was short est among BD I patients, espe cially men.
Lon ger latency to sus tained mood-stabilizing treat ment
among patients with mainly depres sive ill nesses (that is, uni -
po lar and BD II dis or ders), and in women, prob a bly reflects
more com pel ling clin i cal pre sen ta tions among men dis play -
ing mania.

Sec ond, more severe ill ness before start ing pro phy laxis was
strongly asso ci ated with ear lier treat ment, lead ing to an appar -
ent asso ci a tion of greater rel a tive improve ment fol low ing
shorter delay. This rela tion likely reflects clin i cal deci sion
mak ing, with ear lier inter ven tions for more com pel ling indi -
ca tions. In addi tion, very pro longed pro phy laxis latency prob -
a bly reflects appar ent dilu tion of finite mor bid ity in these
recur ring dis or ders over many years at risk, pro duc ing low
esti mates of mor bid ity over time. Of some impor tance, the
strong inverse rela tion of mor bid inten sity and treat ment
latency implies, and pro duced, greater rel a tive decreases in
sev eral mea sures of mor bid ity before vs dur ing treat ment.
How ever, unless anal y ses are con trolled for pre treat ment
mor bid ity (Table 4) or only mor bid ity dur ing treat ment is con -
sid ered, one can eas ily be mis led into con clud ing that ear lier
inter ven tion pro duces a supe rior response. The evi dent error
of such an inter pre ta tion is illus trated by the lack of cor re la -
tion between treat ment latency and sev eral mea sures of mor -
bid ity dur ing pro phy laxis (Fig ure 1, Tables 2 and 3).

The pres ent find ings add fur ther strong sup port to this con clu -
sion, made ear lier with respect to treat ment latency spe cif i -
cally (2,3,29–31) and to the num ber of epi sodes (and
asso ci ated latency) before pro phy lac tic treat ment (32). We
rec om mend that assess ments of the rela tions between pre -
treat ment mor bid ity or ill ness dura tion and treat ment effec -
tive ness either con sider only mor bid ity dur ing treat ment or
con trol sta tis ti cally for the poten tially mis lead ing effects of
pre treat ment mor bid ity, par tic u larly when changes in mor bid -
ity are taken as the mea sure of treat ment effec tive ness. We
found that stud ies sug gest ing that shorter (or lon ger) treat -
ment latency may pre dict a better treat ment out come did not
con trol for the rela tion of pre treat ment mor bid ity to treat ment
latency (8,9,25,28).

It is sober ing to real ize that nearly a decade may elapse before
pro phy lac tic treat ment is started in dis or ders char ac ter ized by
mul ti ple recur rences with high rates of mor bid ity,
comorbidity, dis abil ity, and pre ma ture mor tal ity, espe cially

given the avail abil ity of effec tive treat ments (33; Table 1).
The observed aver age pro phy laxis latency of 9.3 years (Table
1) may actu ally be even lon ger, since ill ness onset is often
dated from first diag no sis rather than first symp tom atic pre -
sen ta tion, and the stud ies con sid ered here did not address
effects of inter ven tion in the very first months of symp toms.
More over, many cases of BD II are misdiagnosed and poten -
tially mis treated as cases of recur rent non-BD major depres -
sion, and cases start ing in child hood or ado les cence may be
dif fi cult to rec og nize as BD (34). An indi ca tion of this diag -
nos tic prob lem is that the mean onset age in the stud ies we
reviewed was 31 years, whereas a review of early-onset BD
sug gested a median onset age of about 20 years (35). Egeland
and cowork ers found high reli abil ity for most of the onset-age
cri te ria for BD encoun tered in this study, but these research ers 
also found that ini tial symp toms typ i cally pre cede first diag -
no sis or treat ment by sub stan tial peri ods of time (35). The
inclu sion of some stud ies using broadly defined sub types of
manic-depressive ill ness fur ther con trib utes to the  relatively
older onset age reported here: it is well known that non-BD
depres sive ill nesses have an older aver age onset age (10,31).

In addi tion to a lack of sup port for the prop o si tion that early
inter ven tion in BD and related dis or ders leads to supe rior pro -
phy laxis effi cacy, the pres ent anal y sis also gives rea son to
remain skep ti cal about the widely accepted view that BD may
tend to have a pro gres sive course, espe cially with out treat -
ment (8,9,10,36). Sev eral stud ies have not sup ported this find -
ing, and it is vul ner a ble to a com mon but evi dently
underappreciated sam pling arti fact that can yield over-
 representation of patients with faster aver age cycling times as
the epi sode count rises (37,38).

Finally, for com par i son with pro posed effects of kind ling in
BD (36), we searched for stud ies of the effects of delayed
anticonvulsant treat ment in epi lep tic patients. We found 4
such stud ies (39–42). These reports involved 1121 epi lepsy
patients, almost all of whom had gen er al ized tonic-clonic
attacks, some with sec ond ary gen er al iza tion from more lim -
ited ini tial ictal events. Latency to anticonvulsant treat ment
aver aged 7.7 years (SD 1.7), and sus tained treat ment lasted
1.7 years (SD 1.2). In all 4 stud ies iden ti fied, there was no
rela tion between treat ment latency and effec tive ness of
anticonvulsant ther apy (39–42).

In con clu sion, the stud ies we con sid ered are sub ject to the lim -
i ta tions of nat u ral is tic clin i cal inves ti ga tions. No study ran -
domly assigned patients to early vs late treat ment, nor would
such stud ies be con sid ered eth i cally fea si ble. Despite their
lim i ta tions, the find ings of this study offer lit tle sup port for the 
con cept that an hypoth e sized pro gres sive wors en ing ten dency 
in BD also implies that ear lier inter ven tion reg u larly yields
supe rior treat ment effec tive ness. This pro voc a tive con clu sion 
is sci en tif i cally inter est ing as well as clin i cally opti mis tic.
How ever, it would be irre spon si ble not to reem pha size an
obvi ous clin i cal point: to limit the often dev as tat ing and
poten tially lethal impact of these highly prev a lent and
 treatment-responsive dis or ders, early diag no sis and inter-
vention for BD and other forms of recur rent major affec tive
dis or ders are greatly to be pre ferred and vig or ously pur sued.
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Résumé : Attente et résultat de la prophylaxie dans les trou bles bipolaires

Objectif : Analyser les nou veaux résultats et d’autres déjà étudiés pour évaluer les re la tions en tre la
réponse au traitement et le temps d’attente, de l’apparition d’un trou ble bipolaire (TB) au début d’une
prophylaxie avec régulateur de l’humeur.

Méthode : Nous avons analysé nos propres données et avons ajouté des résultats d’autres études de
re cher che trouvées par une re cher che électronique.

Résultats : Nous avons trouvé 11 études pertinentes concernant 1 485 pa tients adultes ayant
principalement reçu un di ag nos tic de TB. Le temps d’attente déclaré avant une prophylaxie était en
moyenne de 9,6 ans (ET 1,3), et le suivi du traitement était en moyenne de 5,4 ans (ET 3,1). Une plus
grande intensité de la maladie et un temps d’attente du traitement plus court étaient étroitement
associés, ce qui donnait une plus grande réduction apparente de la morbidité pour le traitement
précoce. Toutefois, ce résultat n’était pas appuyé après cor rec tion pour la morbidité pré-traitement, et
le temps d’attente du traitement ne prédisait pas la morbidité du rant le traitement. Par conséquent, les
évaluations fondées sur l’amélioration avec le traitement, ou sans cor rec tion pour la morbidité
pré-traitement peuvent être trompeuses. 

Con clu sions : Les données probantes disponibles n’appuient pas la prop o si tion selon laquelle le délai 
de la prophylaxie peut lim iter la réponse au traitement prophylactique dans le TB et les trou bles
connexes.
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