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Abstract

Since the very origin of Emil Kraepelin’s concept of recurrent psychoses the knowledge concerning affective disorders has devel-
oped significantly. Nowadays bipolar disorder is a separate disease and it is still not sure if we deal with a single illness or with many
ones resembling each other. Basing on clinical course, four types of bipolar disorders are presently distinguished. They differ significant-
ly and have tendency to familial occurrence. This familial occurrence may be sometimes a key to better and quicker diagnosing of dis-
turbances occurring in children and adolescents. Atypical symptoms of bipolar disorder in the young are rather a rule than an exception.
Symptoms leading to diagnosing of ADHD or conduct disorder may be early forms of affective disturbances. Even if not, their over inci-
dental co-occurrence should lead psychiatrists to monitor any signs of affective disorder. The additional fact is that diagnosis of bipolar
disorder is usually given between 16-25tyear of life. Therefore it is very important to know, as precisely as possible, the family history
of any psychiatric disturbances. Data show that cases of bipolar disorder but also other mood disturbances and drug or alcohol abuse,
conduct disorder, attention deficiency hyperkinetic disorder, personality disturbances, anxiety disturbances including panic ones,
should be perceived as bipolar spectrum disorder. In this review of literature we analyze subtypes of bipolar disorder, comorbidity,
clinical connections and familial correlations.
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Introduction

Bipolar disorder (BD) has become of greater inter-
est in recent years. At the very origin Emil Kraepelin
distinguished recurrent psychoses but did not divide
them and did not separate bipolar disturbances. Such divi-
sion was performed by Angst and Perris. It was a step
forward and led to widened psychiatrists’ perception of
affective disorders. Distinguishing recurrent depressive
episodes from bipolar affective disturbances led not only to
theoretical knowledge but also to therapeutic implications.
Further investigations led to next conclusions concerning
occurrence of types of bipolar disorder (BD) and bipolar
spectrum disorders, comorbidity, cognitive disturbances
and also familial occurrence of the mentioned disease.

BD, not only in drug resistant cases or lack of com-
pliance, significantly influences the quality of life and
employment. The illustration of the scale of the problem
is the fact that direct and indirect costs generated by this
disease in the USA have been estimated at $45 billion [1].
Depressive states usually predominate in the course of BD.
They are up to 3 times longer in comparison to depressive
periods in BP-I and even up to 39 times in BP-II [1]. It is
obvious that lowered mood influences the quality of life
but elated mood also leads to many consequences. Dis-
turbed insight and criticism influence patients’ social

relations, including employment. Within family relations
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it may lead to divorces. Some patients fall into money
problems or even may squander a fortune.

It is still not exactly known what underlies the dis-
ease. Several dysregulations are suspected to have influ-
ence on developing BD. Studies point at the role of dis-
turbed serotonin, noradrenergic, dopaminergic regula-
tion, GABA system, glutamate system [2]. There are nu-
merous proteins which are suspected of playing role in
development BD. One of them is beta catenin [3]. Because
of polygenic origin and possibly/probably heterogeneity
of BD we have to wait for more univocal conclusions
concerning the influence of genes.

Epidemiology

Community studies ascertained the prevalence of
bipolar disorder from 0.5-1.5%]4].Results of some stu-
dies show that lifetime prevalence of BD concerns up to
4% of general population and bipolar spectrum diagnoses
even up to 8.3%[5, 6].The prevalence of BD may differ in
numerous studies due to used criteria. If subsyndromal
symptoms were taken into account, the proportion of
early-onset cases would likely be higher [7].

Many studies have showed that the origin of the
disease usually takes place between 16 - 25thyear of life.
The study among211 families with 1856 subjects showed
a normal distribution of age at onset with means 16.6
(79.7%), 26(7.2%) and 34.7 (13.1%)[8].
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In the past the prevalence of BD was not so high be-
cause of under diagnoses. There has been more than
40-fold increase in rates of diagnoses within 10 years and
presently BD seems to be even over diagnosed [9]. Addi-
tional fact is that all diagnosed cases don’t include all real
ones, which remain not found. Conversely, not all diag-
nosed BD really exist.

Diagnosis of BD is not stable. Longitudinal studies
show changes in diagnoses: 11-year follow-up study of
559 patients with depression showed that 3.9% subse-
quently “switched” to mania (bipolar I) and 8.6% switch-
ed to hypomania (bipolar II) [10]. It seems to be impossi-
ble to give the final diagnose in any case of mood disord-
er, especially in children[11]. We found that children with
prepubertal major depression switched to BP I in 33%
until average age 20.7 years.

Under diagnoses may concern subjects with atypical or
treatment resistant depression, ADHD, OCD, anxiety distur-
bances. High rates of BD-II have been reported in patients
suffering from obsessive-compulsive disorder, panic disord-
er, social anxiety disorder or dysmorphic disorder [12].

Spectrum of disturbance and comorbidity

Two main types of BD have been stated. The first
one (BP-I) concerns typical course of disorder with mania
and depression. To diagnose BP-I the presence of lowered
mood is not needed. The second type (BP-II) concerns the
course with hypomania and depression. The third sub-
type of BD (BP-III) was proposed for cases characterized
by depressive episodes with antidepressant-induced
hypomanic episodes. The fourth type (BP-IV) was pro-
posed to describe patients with premorbid hyperthymic
temperament punctuated by episodes of depression.
Cyclothymic disorder, included in DSM-1V, is a diagnosis
used for subjects with chronic, frequent shifts from mild
hypomania to mild depression without at least two
month period of normal mood. It may be difficult to dis-
tinguish it from temperament, especially from cyclothym-
ic one. DSM-IV gives possibility to diagnose NOS (not
otherwise specified) BD, which may be characterized by
insufficient duration of symptoms or their severity or
number. These types of BD usually are not taken into
account in studies on prevalence of BD.

Independently from severity and the course of epi-
sodes which are the main factors for distinguishing types
of BD, also symptomatological types are distinguished.
They are: classical, psychosis spectrum and charactero-
logical ones and they differ not only with respect

to clinical presentation but also of course to the ill-
ness, family history, treatment response [13].

Also responding to different mood stabilizers seems
to be the factor indicating heterogeneity of the disease.
Lithium responders are characterized by family history of

BD and its episodic course. Lamotrigine responders are
characterized by family occurrence of anxiety disorders
and major depression but not BD. They also frequently
have diagnoses of anxiety-panic disorder spectrum [13].

Comorbidity in BD

There are several studies reporting comorbidity
with BD. They may occur before or after stating BD diag-
nosis. A study conducted by Lin [8] showed that comor-
bid disorders usually develop after the onset of BD. In this
study in case of over two-thirds of subjects alcohol or
drug abuse followed BD diagnosis [8].Conversely, ADHD
is a diagnosis given prior to BD

ADHD. The occurrence of ADHD in case of patients
suffering from BD and its familial co-occurrence are sta-
tistically significant. There are some possible explana-
tions for such situation. It is so because: comorbidity is an
artifact of overlapping phenomena, comorbidity is due to
a common diathesis that leaves patients vulnerable to
separate illness, comorbidity is a chance phenomenon,
symptoms of ADHD are just kind of prepubertal expression
of BD that would develop into typical bipolar disorder in
the future [14]. Study performed by Tillman and Geller [15]
showed that 28.4% of patients with diagnosed ADHD
switched to BP I during 8 year follow up. Wozniak et al
showed that 94% of 262 children met criteria for both BD
and ADHD [16]. The same study showed that all diagnoses
of ADHD preceded later diagnosis bipolar disorder.

Atypical course and symptoms observed in children
and adolescents make differentiating diagnostic process
difficult. To distinguish BD from ADHD better, special
diagnostic tools have been constructed [17] but they are
not able to point the strict line between those two distur-
bances. We have to wait for more studies that would be
able to explain the essence of this significant comorbidity.

Alcohol and drug use

Frye et al[18] showed that 49% of men and 29% of
women with BD met criteria for lifetime alcoholism. Although
in case of men the percentage value is higher, the score
doesn’t show reality of increased risk in comparison to gen-
eral population. The risk of alcoholism was greater for wom-
en with bipolar disorder (odds ratio=7.35) than for men with
bipolar disorder (odds ratio=2.77), compared with the gener-
al population. It shows that women with BD are at higher risk
of suffering from alcoholism than men. Additionally, women
suffering from BD tended significantly to use polysubstance.
In the same study patients with BD I had the highest rate of
alcoholism. Especially patients with depressive onset of dis-
ease are more likely to abuse alcohol [19]. It is probably

caused by euphoric and anxiety relieving effect of alcohol.
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Panic disorder

The occurrence of panic disorder is connected with
affective disorder especially in female relatives [20]. In
the study performed by MacKinnon et al[20] more than
90% of probands and first-degree relatives with panic
disorder also had an affective disorder diagnosis. Familial
occurrence of panic attacks seems to be connected with
rapid mood switching even independently from suffering
from panic disorder by the affected ones[21]. Other stu-
dies show that having panic attacks tends to occur in
patients with depressive origin of BD[19].

Borderline personality disorder is also considered
as mood spectrum disturbance but this idea remains very
controversial [22]. Despite some overlaps it seems that
there are too many significant differences between those
psychic states to treat both of them as the unity [23].

Familial occurrence

Approximate lifetime risk of bipolar disorder in rela-
tives of a bipolar proband are: monozygotic co-twin 40-70%;
first-degree relative 5-10%; unrelated person 0.5-1.5% [24].
National register based study among2.7 million persons
born in Denmark showed interesting data. Cumulative inci-
dence of being admitted with BD by age 52 years of children
whose parents were treated because of BD, was 24.95%.
In cases where only one parent had diagnosis of BD this
risk ratio was 4.4%, while such risk in general population
was 0.48%. If unipolar depressive disorders were taken into
account this ratio would be 75.0% and would enhance the
fact of familial occurrence of mood disorders.

Also the familial occurrence of schizophrenia was
significantly important. If one parent was hospitalized
because of bipolar disorder and the other was admitted
with diagnosis of schizophrenia, the incidence of BD in
their offspring was 11.7%. Subsequently, if both parents
had been treated because of schizophrenia the incidence
for bipolar disorder in their offspring was 10.8%. For
children of both parents with diagnosed BD the risk for
any psychiatric diagnosis was 44.2% compared to 11.9%
for general population [25].Meta-analysis of 17 studies
found that the rate of any psychiatric disorder was
2.7-fold higher and the rate of mood disorders was 4-fold
higher in the children of parents with bipolar mood dis-
order [26]. Analysis of studies suggest that children
(up to 21 years old) of BD parents are at increased risk for
developing mood and other disorders (anxiety, disruptive)
compared to general population [27]. Another important
data, which confirm clinical observations, is that the risk for
diagnosing BD doesn’t disappear by the age of 52 years as it
happens in case of schizophrenia [25].

Some studies, but not all, reported occurrence of
several disturbances present in children of BD patients.
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Rates of mood disorders and of other psychopathology
were significantly higher in offspring of BD parents in
comparison to healthy ones [27].Such children have diag-
noses of mood disorders as BD, dysthymia, major depres-
sion and cyclothymia but also the ones exceeding strict
affective domain [7]. They are internalizing disorders,
such as anxiety disorders, and externalizing disorders,
such as oppositional defiant disorder (ODD), conduct
disorder (CD), and attention deficit-hyperactivity disord-
er (ADHD), as well as drug dependency [28].

There are studies showing differences in heritability
of disease with two-fold rate of maternal transmission.
On the one hand it may reflect differences in maternal
and paternal disease, on the other it may due to non-
genetic factors [29].

Type of disease, age and polarity of onset, severity
and comorbidity seem to be familial.

Siblings of patients with early onset (average
age=16.6 years, SD=5.1) compared to ones with late onset
(average age=26.0; SD=1.4 or older) are more likely to have
early origin of BD and also have higher risk of psychiatric
disturbances as alcoholism, drug abuse and suicidality [8].
Independently from age of onset suicidal behavior seems
to be familial and pathways associated with familial
transmission of mood disorder and suicide attempt are
similar but not identical [30].

The presence of delusions or hallucinations is high-
er in patients with familial occurrence of such symptoms
in affected members of family compared to those without
familial occurrence of psychotic symptoms. Psychotic
symptoms are connected with more severe mental state
and are more likely to occur in patients with BP-I and are
connected with higher number of hospitalizations within
affected family members [31]. Severity of symptoms
present in children relates to age of onset of BD in par-
ents and to number of affected parents [28].

There are reports pointing that polarity at onset of dis-
ease is familial trait and has additive predictive value. Rela-
tives are about twice as likely to have the same polarity at
onset. The polarity at onset seems to be greater in monozy-
gotic twins compared to dizygotic ones [19]. Patients with
mania at onset were 3 years older if compared to those with
depressive origin. Mania at onset also tends to decrease the
number of depressive episodes in the course of disease.
However depression at onset seems not to influence lifetime
number of mania episodes [19]. Intrafamilial resemblance of
age at onset was also shown in other studies [32] as also as
puerperal psychosis [33] and suicidal ideation [34].Study
performed on 160 sibling pairs [35] showed within-pair
correlation in: age of onset, proportion of manic to depres-
sive episodes, dimensional measure of psychosis.

The study performed by Schulze et al [36]
among1246 individuals showed that quality of social
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relations which is traditionally not associated with mood
disorders, is highly familial in families of probands with
BD. The same study showed strong evidence for familial
co-occurrence of substance abuse, alcoholism, psychosis
and suicide attempt. Authors pointed also several factors as
potentially significant: subtype of BD, suicidal ideation,
poor judgment, number of hypomanic symptoms, panic
disorder, age at onset, racing thoughts, employment, dys-
thymia, agitation/retardation, grandiosity, direct switch to
opposite polarity.

Rapid cycling also seems to be familial and it is com-
bined with higher comorbidity rates (anxiety and substance
abuse disorders and more hospitalizations)[37].

The review of over 100 studies concerning more
than 30 risk factors [38] showed that family history of
bipolar disorder is the only established risk factor for BD.
Basing on such founding Youngstrom and Duax [39] pro-
vided a normogram to assess the probability of falling
into BD in case of family history of the disease.

There are also observations concerning different
familial patterns of disease if lithium responsiveness is
taken into account. Children of lithium responders, if
compared to lithium non responders, manifest distur-
bances within affective domain, episodic course and few
comorbid disturbances. Children of lithium non-
responders have broad range of psychopatology, more
comorbid diagnoses and chronic course [7].

Factors as BD type, comorbidity, age at onset, sever-
ity, suicidality indicate that probably we face heteroge-
netic disease. It may be supported by numerous genetic
studies, which showed several genes to be suspected in
origin of BD. They are located on every chromosome and are
responsible for several different types of gene products.
They are receptors (serotonin receptor type 4 and 24, do-
pamine receptors type 3 and 4, 5, glutamate receptor 2B,
somatostatin receptor 5, GABA receptor a3, NMDA sub-
unit 1 receptor, adrenergic receptors), enzymes (DOPA
decarboxylase, tyrosine hydroxylase, tyrosinase enzyme,
GTP hydroxylase enzyme, myo-inositol mono phosphatase, G
protein subunit and phospholipase C gamma 1 enzyme,
catechol-o-methyltransferase, G-protein receptor Kinase),
transporters (dopamine transporter, vesicular monoamine
transporter 1, serotonin transporter) and other [40]. A long
list of “suspected” proteins shows that we may face poly-
genic disease, the course of which depends on many
inherited single genes.

Prepubertal and adolescent BD

Perlis and colleagues [41] found that compared with
patients with onset of mood symptoms over 18 years old
(n=1187), those with onset below 13 years old (n=1068)
experienced earlier recurrence of mood episodes after
initial remission, fewer euthymic days, and greater im-

pairment in function and quality of life over two-year
follow-up. Scores cited above also show significant differ-
ences as to the type of BD, severity, comorbidity, alcohol
abuse, course of the illness, rapid cycling that are present
in early onset BD. Such differences are significant if we
compared children and adolescents with older ones.
The study conducted on patients with BD with late onset
showed that those with disturbance origin below40 years of
age did not differ from the ones with the origin above this
age except for reduced overall psychopathology in those
with late-onset. Such, congruent with other authors’ data led
to conclusion that distinguishing older adults with BD by
early or late age at onset has limited clinical usefulness [42].

The symptoms of bipolar disorder in children often
differ from those in adult ones. In case of depression child-
ren usually present different symptoms depending on their
age and the way of expression. They may present anxiety,
cognitive impairment, somatic complaints, phobias, with-
drawal, loss of energy, fear of death, enuresis, may snivel or
be irritable or aggressive, may experience sleep distur-
bance, psychomotor retardation, loss of appetite. Single
symptoms may predominate and cover other ones. Non
specific symptoms may be predominant, giving the picture
of atypical depression. Symptoms vary with age and usual-
ly younger children tend to present somatic symptoms of
depression [43]. Anhedonia seems to be one of the most
important features of child depression. Other authors point
missing school or irritability as quite typical features of
childhood depression. All mentioned symptoms don’t point
the origin of lowered mood. They are also the ways of
children’s expression and may be due to states different
from depression. Some studies were designed to find out
typical child depression symptoms. Feighner [44] included
low self-esteem and dysphoric mood together with at least
two of eight additional depressive symptoms which are
present for at least one month (aggressive behavior or
agitation), sleep disorder, change in school performance,
poor social interaction, changes in attitude towards school,
somatic symptoms, loss of energy and appetite, and weight
loss). The symptoms maybe represented as a change in
children's general behavior. Pearce [45] together with
depressive mood points to morbid or suicidal thoughts,
sleep disorders, eating disorder, obsessions, hipochondria-
sis, irritability, refusal to go to school, impaired perception
(including delusions), low self esteem and excessive guilt.
The study conducted by Lima [43] among 2689 children
aged between 12-15 years showed the prevalence of symp-
toms present in depression. They were: sadness, suicidal
ideation, threats or attempts, refusal to go to school or
phobias, irritability, isolated phobias, rumination, obses-
sions and rituals, eating disorders, sleep disorders.

Elevated mood, dependently from its severity, may dif-
fer. Several symptoms may occur such as irritability, restless,
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faster speech, concentration disturbances with its exceeded
switching, decreased need for sleep. Disturbed self esteem
and criticism together with increased motor activity may be
perceived as conduct disorder or ADHD.

Basing on greater severity, longer episode duration,
preponderance of mania, comorbid ADHD, higher rates of
rapid and ultradian rapid cycling, there were attempts to
find out whether prepubertal and early adolescent bipo-
lar I disorder is a different disease from the one diag-
nosed in adults [46].

There are no evident data which could support such
division. It seems that it is the same polygenic disease
with more severe course.

The presence of mood disorder significantly influences
young people’s life including social interactions and educa-
tion. It may lead to improper development of personality.
Especially BP-II is of higher risk, because symptoms may be
not enough severe to be perceived as illness. In such situa-
tion patients’ behavior is treated as their will what is fol-
lowed by lack of acceptance or even aggression. Research
findings show that patients with comorbid personality disord-
ers are younger at onset and exhibit more suicidal behaviors
compared to patients without personality disorders [47].
The risk for completed suicide is very high reaching from
8-19% in population of patients suffering from BD [48].
Childhood onset of BD is very strong risk factor for suicide
attempts [21]. Such situation may be due to not only severity
of symptoms but also to difficulties in development of perso-
nality and the model of family. Young people are strictly
dependent on their parents in terms of emotional and ma-
terial aspects and functioning of family has direct impact on
youths. In the study performed by Geller et al [49] low moth-
er's warmth predicted more relapses to mania and more
weeks of illness. Olsen et al [50] pointed two areas of family
functioning - cohesion and adaptability. Cohesion refers to
emotional closeness and warmth between family members.
Adaptability refers to flexibility and ability to change in
case of stressors. Families of attempting suicide youths are
characterized mainly by lower levels of cohesion. Data show
that not the structure of family but the interaction within it
influences developing suicide behaviors and attempts [50].
Stress in family life is a significant factor for increased suici-
dality. It may be caused by unfavorable life circumstances,
illness of member of family or unemployment.

Study performed by MacKinnon et al [37] showed
that early age at onset (especially less than 15 years of
age) was connected with more frequent occurrence of
rapid cycling. The same study showed correlation be-
tween rapid switching and familial rapid switching as
well as antidepressant triggered mania [37]. Younger age
influenced higher number of manic and mixed episodes in

follow up study performed by Geller et al [49].
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Making diagnosis may be a real challenge especially
in younger patients. To manage it better, numerous scales
are used in BD assessment: broadband checklists, mania
and depression rating tests, scales assessing global func-
tioning and quality of life.

In assessment of child psychic state, separate scales or
their versions should be used (e.g. KSADS, PGBI, MDQ, CMRS).
They base on psychiatric examination of patient but also on
parents interview. Findings show that validity of parents’
report is of greatest value (especially in comparison with
affected youths and their teachers) [51] even when the par-
ent has a diagnosed mood disorder [52]. It points to an old
truth that completing detailed data from close relatives,
especially mother, is very important and often crucial.

To sum up this review we daresay that there are two
possibilities that we have to consider. The first is that BD is
one disease of different severity and courses. The second,
in our opinion even more probable, is that we deal with
several disturbances of different origins and courses.

It is very important to take into account family his-
tory of any psychiatric disturbances which may lead to
proper diagnosis in case of presence of atypical symp-
toms or other disturbances. Proper and quick diagnose
may prevent suicidal attempts and development of per-
sonality disturbances, improve quality of life and provide
proper and effective treatment.

References

1. Manning ].S.; Burden of illness in bipolar depression. Prim Care
Companion ] Clin Psychiatry, 2005;7(6):259-267

2. Shi ], Badner J.A, Hattori E., Potash ].B., Willour V.L., McMahon
F.J., Gershon E. S, C. Liu. Neurotransmission and Bipolar Disord-
er: A Systematic Family based Association Study,Am] Med Genet
B Neuropsychiatr Genet. 2008; October 5:147B(7): 1270-1277.

3. Wisniewska M.B,, Misztal K, Michowski W, Szczot M, Purta E, Lesniak
W, Klejman M.E,, Dabrowski M, Filipkowski RK., Nagalski A, Mozr-
zymas J.W., Kuznicki ], LEF1/beta-catenin complex regulates tran-
scription of the Cav3.1 calcium channel gene (Cacnalg) in thalamic
neurons of the adult brain. ] Neurosci., 2010; Apr 7;30(14):4957-69.

4. Weissman M.M,, Bland R.C.,, Canino G.J., Faravelli C., Greenwald S.,
Hwu H.G,, et al: Cross-national epidemiology of major depression
and bipolar disorder; JAMA 1996: 276:293.

5. Merikangas KR.,Akiskal H.S, Angst ], et al: Lifetime and 12-Month
Prevalence of BipolarSpectrum Disorder in the National Comorbidity
Survey Replication. Archives of General Psychiatry, 2007;64:543-552.

6. Grant BF, Stinson F.S, Hasin D.S, et al:Prevalence, correlates, and
comorbidity of bipolar I disorder and axis I and II disorders: results
from the National Epidemiologic Survey on Alcohol and Related Con-
ditions. The Journal of clinical psychiatry, 2005;66:1205-1215.

7. Duffy A, Alda M., Kutcher S., Fusee C., Grof P.Psychiatric Symp-
toms and Syndromes Among Adolescent Children of Parents
With Lithium-Responsive or Lithium-Nonresponsive Bipolar
Disorder. Am ] Psychiatry,1998:March,155:3.

8. Lin PJ, Melvin G. Mclnnis, Potash ]. B, Willour V., MacKinnon D. F.,
DePaulo .J. R, Zandi P. P. Clinical Correlates and Familial Aggregation of
Age at Onset in Bipolar Disorder. Am ] Psychiatry, 2006; 163:240-246.



Familial occurrence of bipolar disorder - review 531

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

Ghaemi S.N,, Sachs G.S., Chiou A.M., Pandurangi A.K., Goodwin K.
Is bipolar disorder still underdiagnosed? Are antidepressants
overutilized? ] Affect Disord, 1999;52:135-44.

Akiskal H.S., Maser ].D., Zeller P.J., Endicott ], Coryell W, Keller M,
et al. Switching from ‘unipolar’ to bipolar II. An 11-year prospec-
tive study of clinical and temperamental predictors in 559 pa-
tients. Arch Gen Psychiatry, 1995;52:114-23.

Andreasen N.C,, Rice J., Endicott ]., Coryell W., Grove W.M,, Reich
T. Familial rates of affective disorder: a report from the National
Institute of Mental Health Collaborative Study. Arch Gen Psychia-
try, 1987;44:461-469.

Piver A, L. Yatham N., Lam R.W. Bipolar spectrum disorders New
perspectives Canadian Family Physician 2002, vol. 48: 5.

Alda M.The phenotypic spectra of bipolar disorder. Eur Neurop-
sychopharmacol, 2004; May:14Suppl 2:594-9.

Sachs G. S, Baldassano C.F.,, Truman C. ]. Guille C. Comorbidity of
Attention Deficit Hyperactivity Disorder With Early- and Late-
Onset Bipolar Disorder. Am ] Psychiatry, 2000; 157:466-468
Tillman R., Geller B. Controlled study of switching from atten-
tion-deficit/hyperactivity disorder to a prepubertal and early
adolescent bipolar I disorder phenotype during 6-year prospec-
tive follow-up: rate, risk, and predictors. DevPsychopathol,
2006;18(4):1037-1053.

Wozniak ., Biederman J., Kiely K., Ablon ].S., Faraone S.V., Mundy
E, Mennin D. Mania-like symptoms suggestive of childhood-
onset bipolar disorder in clinically referred children. ] Am Acad
Child Adolesc Psychiatry, 1995; 34:867-876.

Tillman R,, Geller B. A Brief Screening Tool for a Prepubertal and
Early Adolescent Bipolar Disorder Phenotype.Am | Psychiatry,
2005; 162:1214-1216.

Frye M. A, Altshuler L.L.,. McElroy S. L, Suppes T., Keck P.E,
Denicoff K., Nolen W. A, Kupka R, Leverich G. S., Pollio C., Grunze
H.,. Walden ], Post R. M. Gender Differences in Prevalence, Risk,
and Clinical Correlates of Alcoholism Comorbidity in Bipolar
Disorder. Am ] Psychiatry, 2003; 160:883-889.

Kassem L., Lopez V., Hedeker D., Steele ]., Zandi P., NIMH Genet-
ics Initiative Bipolar Disorder Consortium McMahon F. ]J. Fami-
liality of Polarity at Illness Onset in Bipolar Affective Disorder
Am ] Psychiatry, 2006; 163:1754-1759.

MacKinnon D. F., Zandi P. P., Cooper ]., Potash ]. B., Simpson S. G.,
Gershon E., Nurnberger J., Reich T., DePaulo J. R. Comorbid Bipo-
lar Disorder and Panic Disorder in Families With a High Preva-
lence of Bipolar Disorder, Am ] Psychiatry, 2002; 159:30-35.
MacKinnon D. F., Zandi P. P., Gershon E. S., Nurnberger J. L. r.,
DePaulo R. Jr. Association of Rapid Mood Switching With Panic
Disorder and Familial Panic Risk in Familial Bipolar Disorder.
Am ] Psychiatry, 2003; 160:1696-1698.

MacKinnon D.F. Pies R. Affective instability as rapid cycling:
theoretical and clinical implications for borderline personality
and bipolar spectrum disorders. Bipolar Disord, 2006; 8: 1-14.
Paris ], Gunderson ], Weinberg I. The interface between border-
line personality disorder and bipolar spectrum disorders.Compr
Psychiatry, 2007; Mar-Apr;48(2):145-54.

Craddock N., Jones I; ] Genetics of bipolar disorder. Med Genet,
1999;36:585-594.

Gottesman I. 1., Laursen T.M.,, Bertelsen A., Mortensen P.B. Severe
Mental Disorders in Offspring With 2 Psychiatrically Ill Parents.
Arch Gen Psychiatry, 2010;67(3):252-257.

Lapalme M. Hodgins S. LaRoche C. Children of parents with
bipolar disorder: a metaanalysis of risk for mental disorders. Can
] Psychiatry, 1997;42(6):623-631.

DelBello M.P,, Geller B. Review of studies of child and adolescent
offspring of bipolar parents. Bipolar Disord., 2001; Dec.3(6):325-34.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

Akdemir D., Gokler B. Psychopathology in the Children of Parents with
Bipolar Mood Disorder Turkish Journal of Psychiatry 2008; 19(2).
Currier D., Mann M.J,, Oquendo M.A,, Galfalvy H., Mann ].J. Sex
differences in the familial transmission of mood disorders. ] Af-
fect Disord., 2006 Oct;95(1-3):51-60.

Brent D.A, Oquendo M., Birmaher B., Greenhill L., Kolko D,
Stanley B., Zelazny ]., Brodsky B., Melhem N,, Ellis S.P., Mann ].J.
Familial transmission of mood disorders: convergence and di-
vergence with transmission of suicidal behavior. ] Am Acad Child
Adolesc Psychiatry, 2004 Oct;43(10):1259-66.

Potash ].B., Willour V.L., Chiu Y.F., Simpson S.G., MacKinnon D. F,,
Pearlson G.D., DePaulo R., McInnis M.G. The Familial Aggregation
of Psychotic Symptoms in Bipolar Disorder Pedigrees Am ] Psy-
chiatry, 2001; 158:1258-1264.

Leboyer M., Bellivier F., McKeon P., Albus M., Borrman M., Perez-
Diaz F., Mynett-Johnson L., Feingold J., Maier W. Age at onset and
gender resemblance
1998;81:125-131.
Jones I, Craddock N. Do puerperal psychotic episodes identify a

in bipolar siblings. Psychiatry Res.

more familial subtype of bipolar disorder? Results of a family
history study. Psychiatr Genet., 2002;12:177-180.

Dikeos D.G., Papadimitriou G.N., Soldatos C.R. Familial aggrega-
tion of suicidal ideation in psychiatric patients: influence of
gender. Neuropsychobiology, 2004; 50:216-220. POSZUKAC
tychprac - mozecosjeszczewydobedziesz

O’Mahony E., Corvin A, O’Connell R, Comerford C., Larsen B,
Jones R., McCandless F., Kirov G., Cardno A.G., Craddock N., Gill M.
Sibling pairs with affective disorders: resemblance of demo-
graphic and clinical features. Psychol Med., 2002;32: 55-61.
Schulze T.G., Hedeker D., Zandi P., Rietschel M., McMahon F.J.
What Is Familial About Familial Bipolar Disorder? Resemblance
Among Relatives Across a Broad Spectrum of Phenotypic Charac-
teristics. Arch Gen Psychiatry, 2006;63:1368-1376.

MacKinnon D.F, Zandi P.P., Gershon E., Nurnberger ]I, Reich T,
DePaulo J.R. Rapid Switching of Mood in Families With Multiple Cases
of Bipolar Disorder. Arch Gen Psychiatry, 2003;60:921-928.

Tsuchiya KJ., Byrne M., Mortensen P.B. Risk factors in relation to an
emergence of bipolar disorder: Bipolar Disord., 2003 5(4): 231-42.
Youngstrom E.A, Duax ]. Evidence based assessment of pediatric
bipolar disorder, part 1: Base rate and family history. Journal of
the American Academy of Child & Adolescent Psychiatry,
2005;44:712-717.

Arisoy 0., Oral E.T. Genetic studies of bipolar disorder: a review.
Turk PsikiyatriDerg., 2009 Fall;20(3):282-93.

Perlis R.H, Dennehy E.B. Miklowitz D.J, et al: Retrospective age at
onset of bipolar disorder and outcome during two-year follow-up:
results from the STEP-BD study. Bipolar Disord., 2009; 11:391-400.
Chu D., Gildengers A.G., Houck P.R, Anderson S.J., Mulsant B.H.,,
Reynolds III C.F. Kupfer D.]. Does age at onset have clinical signi-
ficance in older adults with bipolar disorder? Int J Geriatr Psy-
chiatry, 2010 Dec;25(12):1266-71.

Lima D. Bipolar disorder and depression in childhood and ado-
lescence. ] Pediatr (Rio J), 2004;80(2 Suppl):S11-20.

Feighner J.P., Robins E., Guze S.B., Woodruff R.A. Jr, Winokur G.,
Munoz R. Diagnostic criteria for use in psychiatric research. Arch
Gen Psychiatry, 1972; 26:57-63.

Pearce J.B. The recognition of depressive disorder in children. ] R
Soc Med; 1978;71:494-500.

Geller B., Tillman R., Bolhofner K., Zimerman B., Strauss N.A.,
Kaufmann P.; Controlled, blindly rated, direct-interview family
study of a prepubertal and early-adolescent bipolar I disorder
phenotype: morbid risk, age at onset, and comorbidity. Arch Gen
Psychiatry, 2006 Oct;63(10):1130-8.

Curr. Probl. Psychiatry 2011; 12(4): 526-532



532 A.Perzynski, H. Karakuta, ]. Masiak, T. Krasowski

47.

48.

49.

50.

51.

Vieta E.,, Colom F., Martinez-Aran A., Benabarre A., Reinares M.,
Gasto C. Bipolar II disorder and comorbidity. Compr Psychiatry,
2000;41:339-43.

Goodwin, FK.Jamison, K. Manic-depressive illness. Oxford Uni-
versity Press; New York: 1990.

Geller B, Tillman R, Bolhofner K, Zimerman B, Child Bipolar I
Disorder: Prospective Continuity With Adult Bipolar I Disorder; Cha-
racteristics of Second and Third Episodes; Predictors of 8-Year Out-
come. Arch Gen Psychiatry, 2008 October ; 65(10): 1125-1133.
Goldstein T.R., Birmaher B., Axelson D., Goldstein B. I., Gill M.K.,
Esposito-Smythers C., Strober M.A,, Hunt J., Keller M. Family En-
vironment and Suicidal Ideation Among Bipolar Youth Arch Sui-
cide Res., 2009 ; 13(4): 378.

Youngstrom E. A, Freeman A.J, McKeown Jenkins M.The As-
sessment of Bipolar Disorder in Children and Adolescents. Child
AdolescPsychiatrClin N Am., 2009 April; 18(2): 353-ix.

Curr Probl Psychiatry 2011; 12(4): 526-532

52. Youngstrom E.A, Meyers 0., Youngstrom J.K, et al; Diagnostic and

measurement issues in theassessment of pediatric bipolar disord-
er: Implications for understanding mood disorder across the life
cycle. Development and Psychopathology, 2006;18:989-1021.

Correspondence address

Adam Perzynski

Katedra i Klinika Psychiatrii Uniwersytetu Medycznego w Lublinie
20-439 Lublin, ul. Gtuska 1

tel.: 81 744 09 67

e mail: adamperzynski@wp.pl



