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Abstract

The co-occurrence of bipolar disor-
der and substance abuse has been little
studied. The authors reviewed the litera-
ture in order to clarify the current state of
knowledge of this subject and to identify
possible areas of future reseaich,
Introduction .

The term comorbidity is defined as
any distinct additional clinical entity that
has existed or that may occui during the
clinical course of a patient whio has the
index disease under study ( Feinstein,
1970). Studies of comabidity in
psychiatry is difficuli because of thz lack
of clearly defined eticlogy and the limita-
tion in establishing a distinct psychiatiic
diagnosis. However, it is because of
these limitations that studies of co- oc-
currence in psychiatry are important.
Psychiatric symptoms that share many
sighs and symptoms and tha! ocour
together may simply reflect the variable
presentation of same psychaopathology
of may share a common pathophysiolo
gical mechanism. For example,
syndromes like panic disoider, majol
depression and ohsessive compulsive
disorder may have many of the
symptoms in common and respond to
similar treatment suggesting a common
underlying pathophysiological mecha-
nism (Hudson et al, 1990). Alternatively
a syndrome or illness may represent 2
tisk factor for another. For example. al-
coho! abuse may lead to likelihood of
developing depression (Schuckit, 1986).
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Despite the important link between
mania and depression in bipolar disor-
der, relatively few studies of comorbidity
have been reported and this literature
has not been recently reviewed.

Community sample.

Unlike other psychiatric comor-
bidities it has been well established that
alcohol and drug abuse are significantly
more common in bipolar disorders than
the general population. The National in-
stitute of Mental Health Epidemiological
Catchment Area (ECA) study (Regier et
al, 1990) estimated the US lifetime
prevalence rate of any substance abuse
mental disorder at 22.5%, 13.5% for al-

- cohol abuse/dependence and 6.1% for

other drug abuse/dependence. In the
same study, mood disorder ( major
depression, bipolar affective disorder)
haggan overall prevalence of 8.3%, the
odds ratio of having any substance
abuse disorder if a person has a mood
disofder was 2.6%. Bipolar affective dis-
order was associated with the highest
risk of any axis-1 disorder for coexis-
tence with alcohol or drug abuse. The
bipolar 1 group was found to have a
prevalence rate of 60.7% with an odds
ratio of 7.9 for any substance abuse or
dependence diagnosis. Alcohol and drug
dependence, the more severe form of

- the disorder when compared with alcohol

or drug abuse is twice likely to be found
in bipolar patients as in unipolar patients.
Helzer and Pryzbeck (1988) in an earlier
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analysis of the same data found thi::
patients with mania had an odds ratio
6.2 for co-occurrence in alcoholisn
which was higher than any other axis- -
diagnosis.

Substance abuse in bipolar patients

This perspective comes from the in-
vestigation of substance abuse in

"samples of patients being treated for

bipolar affective disorders. Reich and co-
workers (1974) in a retrospective study
of bipolar patients found that 31% had a
history of excessive drinking and the ex-
cessive use predominated during the
manic phase of iliness. El-Gubaly (1975)
reported 21% prevalence of drug or al-
cohol abuse among 110-hospitalised
bipolar patients. Estroff and colleagues
(1985) studied 36 patients who met the
D.S.M. llI-R criteria for bipolar affective
disorders. 58% of those presenting with-
mania and 50% with mixed or atypical
features had history of substance
abuse. Hasim and colleagues (1985)
reported alcohol and drug abuse in 835
patients with affective symptoms. Al-
though they did not divide patients diag-
nostically into unipolar or bipolar groups,
they found that overall 25% abused sub-
stances at a diagnostically significant
level during the current episode. Keller
and co-workers (1986) found that out of
the 155 patients presenting with bipolar
disorders, 5% of pure manics, 8% of
pure depressives and 13% of those with
mixed or cycling disorder met the criteria
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for alcohol abuse. Miller and colleagues
(1989) in their study of 60 bipolar
patients reported that 25% abused one
or more drugs, 18% alcohol, 8% abused
cannabis and 5% abused opiates.

Brody and co-workers (1991) found
that 30% of patients hospitalised with
bipolar disorders (6 of 20) met current
criteria for alcohol or drug abuse. Fogarty
et al (1994) in a prospective study on
3258 randomly selected household resi-
dents of Edmontos:, found that comor
bidity of alcohc! abuse was 45% and
substance abuse was 34% i those with
lifetime prevalence of manic episode.

.Sonne et at (1894 )conducted a study to
explore the onset, course andieatures of
bipolar affeclive disoidai a,omp:scagcd by
substance abuse. 44 p: g
with a (Yag 10sis of b;a,

r affaclive dz;:»

a structure

chm“”' imﬂn'fs:
R. The prov .
stance abuse was 68

a study aiseqsim ﬁz{

with aicohor or drug ?hH dape

found that 36% cf manice have life time
prevalence of drug abuse/depandence.
Strakowski ef a! in & series of studies
(1992, 1993, 1924, Compy. Psych- in
press) have observed alcchol abuse/
dependence 1o be commaon even at the
time of the first episode, affecting up 1o

39% of patients. in a recent study con-

ducted by Sureshkumar and Raju (1996)
on 100 hospitalised bipolar patients in

8

Central Institute of Psychiatry, Ranchi,
using Structured Clinical Interview
Schedule for DSM IlI-R, the prevalence
of past or current alcohol/drug abuse or
dependence was 68%. Out of 100
patients 38.7% were abusing/ depend-
ent on alcohol, 26.7% were ahusing/de-
pendent on cannabis, 10% were abusing
nicotine, 4% were abusing sedative hyp-
notics and 3% were abusing mullipie
drugs (more than three).

Overzall the rate of drug abuse/de-
pendcence appears to be elevated in
bipolar palients ranging in reccids from
8 {o 60% (Biack et al, 19388; Wolf, 1988;
Calabrese, 1990; Regier, 1990 & Mueser,
1992). L.ehman (1994) in a study assess-

- ing tive prevalence and patierns of dual

diagnosis among psychialiic innatients
found that out of 109 patienis Isving an
independent mental disorder with
psychoactive substance use disorders,
27.5% had bipolar disorders.

Bipsla: order in substarce abuse
treatment seeking population:

The percentage of patents with
bipolar disorder in substance abuse’
treatment-seeking population exceeds
all studies reported to date. In a study by
Hesselbrack and collages (1285) on
hospitalised alcoholics, manic was found
to have occurred in 2% of the population.
Ross and co-workers (1988) found that
1.9% of 501 patients with alcoho! and
drug abuse disorders whom they inter-" -
viewed met lifetime diagnosis of ?ipolar

~ - R &




IJPM (1997) Vol 20, No 2, 6-16

affective disorder.Lydiard and coworkers
(1987) found that 4.7% of alcoholic
patients they interviewed met the criteria
of bipolar affective disorders set forth in
DSM 1lI-R. Mirin and coworkers (1988)
reported in 160 treatment seeking sub-
stance abuse patients that 3.3% of
opiate abusers, 22.2% of stimulant
abusers and 6.1% of depressant
abtisers met DSM IlI-R criteria for bipolar
spectrum disorder ( bipolar | and Il and
cyclothymia). In a more recent report by
this group (1991), compiled data on 350
hospitalised drug dependent patients
treated over 10 years had a 4%
prevalence of bipolar disorder and
cyclothymia. Bipolar disorder was more
frequent in stimulant abusers (17.5) than
in opiate (5.4) or sedative-hypnotic (6.8)
alysers,

Several recent studies focusing on
psychopathology in cocaine abuse have
regtc)rted similar results. Gawin and
Kleber (1986) found that a significant
percentage (20%) of cocaine abusers
seeking treatment had affective disor-
ders in the bipolar spectrum. In a study
by Weiss et al (1988) on 149 patients
hospitalised for cocaine abuse between
1982 and 1986, there were more affec-
tive disorders and cyclothymia in
cocaine abusers than in other drug
abusers. Nunes and colleagues (1989)
found that in a group of 30 treatment
seeking cocaine abusers, 30% met the
lifetime diagnostic criteria for bipolar
spectrum disorder. More recently, Roun-
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saville and colleagues (1991), in their
study of 298 cocaine abusing patients
reported that 20% met current criteria for
bipolar disorders. Most reports of
cocaine use in cyclothymia and bipolar
disorder indicate that patients use
cocaine to intensify and strengthen
euphoric moods than to self medicate
depressive episodes(Weiss et al, 1988).
Although the prevalence rates may
somewhat depend on the diagnostic
criteria and methodology used, all
studies suggest that a substantial num-
ber of cocaine abusers have bipolar
spectrum disorders.

Genetic studies

Because bipolar disorder and sub-
stance abuse frequently co-occur, a
comimon -genetic predisposition or link
has been suspected. In a true relation-
ship there would be an increased
prevalence of the first disorder in the
relatives of patients with the second dis-
order. At present, data concerning
genetic link between bipolar affective dis-
order and substance abuse are incon-
clusive.

Goodwin and colleagues (1973)
have observed a higher rate of mood
disorder in adopted away sons of al-
coholics. The same group (1973) found
anincreased risk of depressive disorders
in daughters of alcoholics only if they
were reared by an alcoholic parent.
Schukit (1985) has reported an in-
creased risk of mood disorders in first
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degree relatives of primary alcoholics.
Mirin  and co-workers (1991) found that
the rate of mood disorders was consis-
tently higher in female relatives than in
male relatives of primary drug abuse
patients. These findings are consistent
with studies showing independent trans-
mission of iiood diso; ger and alcoholisn

(Cloningsr et al; 1979, Merikingas,
1985).

’ The other side of the ques
concerns an ir g9¢ in substancn

abuse ¢
patients wit
and colleag:
anincrease in

fagpilies of pr
disorder. Wi

thege dis

ferent famifies, o ke liile evidence for

iz possible that there

is some gen: associations between
t

& geinelic

i

these disorders o1

are genetically linked in some families,
but not in othe;e. Clearly more work in

this importait arez s nNesdead,

Diagnostic difficulties

¢, particular

S the refatives of
rood dizorde:. Winetur
{1967,1971) have found
aizoholism in relatives of
4 patients with mood disorders, particular-
. Iy if the moo2 disorder has arn carly on

sel. James ang Cha;f;manmg?é) ob-

served nc increase jn aicoholism in
2itls with bipolar afiective
the relationship betweer
G le clearly compiex arn

¥ msy aggregate in dif-

Hiculty in diagnosing
bipoiar affective dizorder in the face of
&
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psychiatric disorder. This is particularly
true in the case of stimulant abuse in
which intoxication can mimic mania or
hypomania where ag withdrawal can
mimic depressive episode . Hence
psychiatric disorders can be diagnosed
only If, it occurs before tha onset of sub-
stance abuse or during the remission
from substance abuse. The difference in
percentages reporied from various’
studies may reflact ¢ fent times of
diagnostic interviews aiici abstinence.
Another imporiang POt i e addition of
bipolar spectru disordess including
cyclothymia in recens sis dizs inthe diag-
nostic system wiviah; wir oiviously in-
Crease the percentage of patients -with
mood disorder, If more sublia mood dis-
orders contribute to substance abuse,
recognition and treatment ¢t the forme
is important.

Theoretica! Implicationg

The theoretins: Peran : oiy this
aiea comes from “hehavie: ! sensitiza-
tion model” or Kindling which Posiulates
that bipolar affective disorder is a kindled
phenomenon because the course of jjI-
ness is characteriseq by acceleration
with successive shortened periods of
remission between episodas (frost et al,
1984). Acute cocaine intesication and
alcoho! withdrawa) both appear to
produce kindling in this Population.
Brown and colleagues (1986) found that
alcoholics with more episodes of alcohol
withdrawal were more likely to suffer
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seizures during alcohol withdrawal which
suggest progressive changes in nerv-
ous system as a result of repeated ad-
ministration and withdrawal of alcohol.
With increasing dose and duration of use
cocaine produces symptoms resembling
mood disorders ranging from mild
hypomania to severe dysphoria with
psychotic features (Post et al, 1989). In-
terestingly this progression resembles
bipolar affective disorders. Cocaine
potentially kindles neurons (Post &
Weiss, 1988) and it has been postulated
that this progression of symptomatology
induced by cocaine may represent
cocaine induced kindling of psycho-
pathology.

_ It is interesting to speculate that
when persons with underlying bipolar
diathesis abuse substances associated
with kindling, this abuse may produce or
w¥rsen the affective iliness. Several
studuies indicate that persons with
bipolar affective disorders with comorbid
su%stance abuse require more hospita-
lisation and do less well with treatments
(Reich et al, 1974; Keller et al, 1986;
Brody et al. 1995; Sureshkumar & Raju,
1996). Although there are conflicting
data, these studies indicate that per-
haps, substance abuse may worsen the
course of bipolar affective disorder, An
alternative explanation is that substance
abusers may suffer from a worse form of
bipolar disorder that makes them difficult
to treat and more likely to abuse substan-
ces in an attempt to self medicate dys-
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phoric mood or to enhance euphoric
mood states.

Impact of substance abuse comor-
bidity on course of bipolar disorder

The role that comorbid substance
abuse/dependence plays in the expres-
sion, severity and course of psychiatric
disorders has attracted increasing atten-
tion and has become a point of interest
in clinical research and practice. Al-
though numerous studies have es- '
timated the association between bipolar
affective disorders and the risk of sub-
stance abuse, to date there is little infor-
mation on the impact of substance abuse
on the severity and outcome of coexist-
ing bipolar disorders.

Reich et al (1974) found that exces-
sive use of alcohol distinguishes manic
patients with history of hospitalisation
from those without. Himmelhoch et al
(1976) in an investigation of the in-
cidence and significance of mixed affec-
tive state found that mixed state corre-
late well with sedative abuse and poor
psychopharmacological response. How-
ever it was not correlating with the
severity of iliness or mood circularity.
Cohen et al (1988) have also shown
similar findings as Himmelhoch et al that
mixed state correlates with sedative
abuse and poor treatment response
Black et al (1988) compared complicated
manics (with substance abuse) with un-
complicated manics and found that
more uncomplicated manics(68.4%®
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were recovered at discharge compared
to complicated manics (45.6). Further
analysis suggested that the influence of
comorbidity was more important for
women than men. Tohen et al (1990) in
a four year follow -up study to investigate
the outcome after an episode of mania.
found a history of alcohol abuse as a
predictor of poor outcome. Strakowski et

al (1993) in a study to asses the

W‘bprevalence and effects of comorbid

peychiatric and medical comorbidity
found that patients with affective
psychosis were significantly more likely
than non affective psychosis to have
comorid subsiance abuse diagnosis
and they had peor intial outcome com-
pared to those with medical morbidity.

Sonne et al (1994) studied the o
sel. course and features of bipolar affec-
foe disordes comipiicated by substance
abuse, and found that individuals witi:
bpola /e disordar “and comotbic
sg;e:;?z:s e 22use hiave more hospitalise
ar incidence of dysphoric
eatlicr onset of mood problems
and motc comorbid axis | disorders.
Sureshruinar and Raju (1996) com-
pared the short term outcome of manic
patients with comorbid substance abusc
and without comorbidity. Three months
foliow-up showed that manics with co-

morbid substance abuse were more

symptomatic, more likely to be unmar-
ried , dysphoric and with irritable mood

states than pure manics and had an eai- .

lier oivset of mood disorders and loriger

N\
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duration of illness. From these studies it
is clear that substance abuse is as-
sociated with pure outcome in bipolar
disorders Additionally the presence of
bipolar Il diagnosis has baen associated
with a shott terin remission from comor-
bid alcoholism in contrasi to bipotar | and
schizoaffective disordais (Hasin et al,
1989).

Conclusion

Substance ahuse e a ¢

curring cemorbidiy wit Binolar affective
disorder. The ECA dais, and evidence
from patient samples seeling treatmon:
for substance abuse diso:ders as well as
bipolar affective disorder confirms this
finding. Follow-up studiss show that
patients with binolar affective disorders
compiicated by subsience abuse have
poor pmanosm both in terms of affective
digerder and ¢ abuse. Con-
sidering these finding. it is  unforiunate
that there are vary few sontrolied data

addressing either thas ¢l
the specific ticatmen:
population. Therais SO

ctiorts of th.s

theoretical ra-
tionale for the use of enticonvulsants
(antikindling agents) it 1hiz  population,
but controlled studie: are very few
(Brody et al, 1995). In particular, a com-
parison of mood stabilising agent {such
as lithiun, valproats or carbar mazeping)
with antikindling effect would be of
theoretical and practica! interest. | is
hoped that future studies will focus on
this important and difficult io tr eatpopula-

o R
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tion.
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