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Activation pattern during emotion processing in

depressed bipolar disorder patients
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Background: Neuroimaging studies regarding in bipolar disorder

type I (BPI) has showed changes in activity pattern in sub-cortical

and pre-frontal regions, but it is not clear if changes in mood state

a.ect this activity. To identify di.erences in neural activity in

di.erent mood states of BPI using a well-validated functional

neuroimaging emotion challenge paradigm.

Method: We measured neural activity in thirty four BPI patients

(fourteen BPI depressed – BPId, and twenty BPI euthymic- BPIe)

and twenty six healthy individuals (HI) while they judged the

emotional expression of mild and intense facial expression of fear

and happiness versus neutral.

Results: BPId showed signi.cant decreases in activation while

judging intense fear and neutral faces in para-hippocampus gyrus

and thalamus; and while seeing mild fear faces in insula region. BId

showed increased dorsolateral prefrontal cortical activity to neutral

and intense happy expressions relative to both other groups.

Conclusions: Our .ndings indicate mood state speci.c functional

neural abnormalities in sub-cortical and pre-frontal regions in BPI

during an emotional challenge task; and speci.cally, that, unlike BPI

remission, BPI depression is associated with increases rather than

decreases in prefrontal cortical activity to emotional positive facial

expressions; but decreased activity to negative stimuli in sub-cortical regions.
Obesity and metabolic syndrome in a sample of

Brazilian bipolar patients

KM Almeida, CK Issler, MB Macedo-Soares, JA Amaral, RS Dias and

B Lafer

University of Sa˜o Paulo Medical School, Brazil

Introduction: Obesity and metabolic syndrome (O/MS) are related

to several medical conditions as cardiovascular disease and type 2

diabetes. Studies in theUSAand Europe have shown high prevalence

ofO/MSin bipolar patients and its in.uence on severity indices of the

disorder, poorer quality of life and overall functioning. In spite of the

worldwide obesity epidemic, little is known about the prevalence of

O/SM in bipolar patients from developing countries.

Objectives: To determine the frequency of O/MS in a sample of

Brazilian bipolar outpatients.

Methods: Sixty-.ve bipolar patients were evaluated. Patients were

classi.ed as obese if their body mass index was ‡ 30. We used the

Third Report of the National Cholesterol Education Program

Expert Panel on Detection, Evaluation and Treatment of High

Blood Cholesterol in Adults (NCEP ATP III) de.nition of the

metabolic syndrome.

Results: We found that 36.9% of the sample were obese and that

24.6% met the NCEP ATP III criterion for MS. The percentage of

patients meeting each of the NCEP ATP III criterion was: 44.6%

for abdominal obesity, 46.2% for hypertriglyceridemia or

cholesterol-lowering medication use, 18.5% for low high-density

lipoprotein cholesterol, 47.7% for hypertension and 12.3% for

high fasting glucose or antidiabetic medication use.
Effects of lithium and valproate on DNA damage

and oxidative stress markers in an animal model

of mania
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Introduction: Recent studies have suggested that oxidative stress

and DNA damage may play a role in the pathophysiology of

bipolar disorder (BD). In the present study, we investigated the

e.ects of the mood stabilizers lithium (LI) and valproate (VAL) on

amphetamine-induced oxidative stress and DNA damage in an

animal model of mania.

Methods: In the .rst model, designed to mimic the management of

acute mania (reversal model), adult male Wistar rats received

d-amphetamine (AMPH) or saline for 14 days, and between the

8th and 14th day, rats were treated with LI, VAL or saline. In the

second model, designed to mimic the maintenance treatment

(prevention model), rats were pretreated with LI, VAL or saline,

and between the 8th and 14th day, animals received AMPH or

saline. We measured serum and hippocampal thiobarbituric acid

reactive substances (TBARS), a marker of lipid peroxidation, and

the activities of the antioxidant enzymes superoxide dismutase

(SOD) and catalase (CAT). Serum and hippocampal DNA damage

were evaluated using the single cell gel electrophoresis (Comet

assay), which detects DNA double- and single-strand breaks.

Results: In both models, LI reversed and prevented central

(hippocampal) and peripheral (serum) AMPH-induced lipid

peroxidation. VAL prevented hippocampal, and reversed and

prevented peripheral AMPH-induced lipid peroxidation. More

than 2-fold increase of hippocampal and 3-fold increase of serum

SOD activity predicted higher lipid peroxidation. In both models,

LI reversed and prevented central and peripheral AMPH-induced

DNA damage, while VAL reversed hippocampal AMPH-induced

DNA damage in the Reversal model.

Conclusions: These results further support that LI and VAL exert

central and peripheral antioxidant e.ects in vivo, and suggest that

LI and VAL may protect against oxidative stress-induced early

DNA damage.
Is neurotrophin-3 involved in bipolar disorder?

Data from animal and human studies
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Background: Previous .ndings indicate that neurotrophic signaling

systems may play a role in the pathophysiology of bipolar disorder
(BD). We have recently found that serum neurotrophin-3 (NT-3)

levels are increased during manic and depressive episodes (Walz

et al. Neurosci Lett, in press). In the present study, we correlated

such .ndings with results from an animal model of mania.

Methods: The present animal model was designed to mimic the

management of acute mania. Adult male Wistar rats received

d-amphetamine (AMPH) 2 mg/kg IP or saline for 14 days.

Between days 8–14 rats received either lithium 47.5 mg/kg IP

b.i.d. or valproate 200 mg IP b.i.d. (n = 15 animals per group).

Serum and hippocampal NT-3 levels were measured using an

enzyme-linked immunosorbent assay (sandwich-ELISA).

Results: AMPH and lithium increased serum and hippocampal

NT-3 levels in saline pretreated rats (One-way ANOVA;

P < 0.05). Valproate had no e.ects on serum or hippocampal

NT-3 in saline pretreated rats. In AMPH pretreated rats, serum

NT-3 levels was increased (P < 0.05) but hippocampal NT-3 levels

were not di.erent than control (saline) rats after lithium treatment.

After valproate treatment, hippocampal NT-3 levels was increased

(P < 0.05) and serum NT-3 levels were not di.erent than control

animals.

Conclusions: We demonstrated that serum NT-3 levels are

increased during manic and depressive episodes (humans) and in

AMPH-treated (manic) rats, indicating that AMPH might model

neurotrophic changes observed in human studies. In addition, this

study suggests that the mood stabilizers lithium and valproate exert

distinct e.ects on central (hippocampal) and peripheral (serum)

NT-3 levels. Whether such e.ects are related to their mechanisms

of action it remains to be determined.
Clinical correlates of premenstrual worsening of

mood in women with bipolar disorder
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Background: The clinical correlates of premenstrual mood

disturbance in women with bipolar disorder are unknown. We

examined the relationship between self reported premenstrual

worsening and clinical characteristics of bipolar disorder.

Method: The analysis included all women 16–40 years old with

bipolar I, II, or NOS, who participated in the STEP-BD Study at

the MGH Bipolar Clinic. Comparison groups were constructed

based on the presence or absence of self reported premenstrual

worsening of mood symptoms at study intake. Analyses compared

the groups on socio-demographical and clinical characteristics

using non-parametric test and chi-squared techniques.

Results: Of 147 women (mean age 29.8, SD 6.2) who completed the

questionnaire, 77 (52.4%) reported having premenstrual worsening

of mood. Compared to those without premenstrual worsening,

women with premenstrual worsening had signi.cantly higher

MADRS scores (16.8 ± 9.8 vs. 13.2 ± 11.2, P = 0.02) and

YMRS scores (8.8 ± 7.9 vs. 5.5 ± 5.8, P = 0.005), were more

likely to have bipolar I disorder (58.7% vs. 26.5%, X2 = 10.62

P = 0.001), and meet criteria for current depression (65.9% vs.

34.1%, X2 = 4.60, P = 0.03). There were no signi.cant di.erences

between women with and without premenstrual worsening of mood

in demographic characteristics, age of .rst manic or depressive

episode, or the longest interval of euthymia. Subjects reporting

premenstrual worsening were also more likely to have an anxiety

disorder (64.7% vs. 35.3%, X2 = 14.73, P < 0.000), alcohol abuse

or dependence (64.2% vs. 35.8%, X2 = 4.60, P = 0.03) and

bulimia (75.0% vs. 25.0%, X2 = 6.06, P = 0.01).

Conclusion: Premenstrual worsening of bipolar disorder symptoms

may be a clinical marker indicating a more pernicious bipolar

phenotype characterized by more extreme mood disturbance, and
greater comorbidity with anxiety disorders, alcohol problems and

bulimia.
The use of clozapine in the treatment of bipolar

disorder in a patient with clinical comorbidities
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Background and aims: Clozapine is an e.ective antipsychotic that

has been used in the treatment of bipolar disorder for a long time

despite the lack of evidence from controlled trials. Current guidelines

recommend it as monotherapy for refractory patients and its use in

acute and maintenance treatment is a third line option. We report a

case in which clozapine was used in the acute and maintenance phase.

Methods: Report of a single case.

Case Report: The patient was a 44 year-old male with a lifetime

diagnosis of BD admitted to the psychiatric inpatient unit due to a

severe manic episode and poor symptom control. He had also a

substance use disorder (alcohol dependence) and focal and segmental

glomerulosclerosis with previous creatinine level of 1.4 mg/dl.

The patient has been treated for the previous two years with

olanzapine 10 mg, lithium carbonate 1200 mg and valproate

2000 mg (serum levels of 0.9 meq/l and 90 lg/ml, respectively). At

admission the patient was dehydrated and presented with delirium

showing signs of lithium intoxication, with a blood level of 1.5 meq/l

and a creatinine level of 1.9 mg/dl. After 10 days there was an

important increase in CK, ALT, AST, as well as signs of valproate

intoxication, with a blood level of 110 lg/ml. The patient was treated

with vigorous IV hydration and all medications were washed out.

After clinical stabilization clozapine monotherapy was initiated in

combination with electroconvulsive therapy. The patient recovered

the kidney function and the acute symptoms were controlled with

clozapine 300 mg. There has been no relapse in moodepisodes or any

haematologic side e.ects after a twelve-month follow up period.
Conclusions: Monotherapy with clozapine was e.ective and safe in

this case during the acute and maintenance phase, with no report of

clinical complications. We suggest that clozapine may be

considered earlier in cases presenting with clinical comorbidities

that may render as hazardous the use of other medications.
Relevance of allostasis and allostatic load in

bipolar disorder
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Introduction: Bipolar disorder (BD) is a disabling illness associated

with high rates of medical comorbidities, including obesity,

diabetes, hypertension and metabolic syndrome, poor functioning

and cognitive decline. The mechanisms underlying these processes

are under debate and investigation. Despite research concerning

new paradigms other than neurotransmitter systems, such as

second messengers, oxidative stress and neuroplasticity, the

mechanisms underlying these processes are not well elucidated.

New concepts in the study of stress have been introduced during

the last two decades and we intend to review their relevance for

BD.

Method: Review of the current literature.

Results and Discussion: There have been an increasing number of

studies about allostasis and its relationship to animal and human

biology. Allostasis is the capacity to achieve stability through the

change of internal parameters in order to maintain normal function

in face with perceived or anticipated demands. Although the

adaptive mechanisms of allostasis can be protective for the

individual, there is a price to pay for this forced re-setting. The

cost related to adaptation is called allostatic load. It is the wear and

tear on the body and brain resulting from chronic overactivity or

inactivity of physiological systems that are involved in adaptation

to environmental challenge. In recent years the concepts of

allostasis and allostatic load have been integrated in neuroscience

research. The mediators of allostasis include various systems of the

body, such as the cardiovascular, autonomous and immune

systems and hypothalamic-pituitary-adrenal axis. The brain is a

primary target and some structures are particularly sensitive.

E.ects of chronic stress have been described in important brain

structures such as the hippocampus, the amygdala and the

prefrontal cortex. Dysfunction in these structures is also

associated with mood disorders, including BD. Furthermore,

evidence of severe alterations in the mediators of allostasis

described above is found in depressive and manic episodes but

also in euthymic phases. We intend to present at the Conference

evidence that support the hypothesis that bipolar patients

experience a chronic allostatic state even when in remission, what

may explain the cognitive and functional impairment associated

with the disease.
Elevated serum superoxide dismutase and

thiobarbituric acid reactive substances in

bipolar disorder during mood episodes and in

schizophrenia
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Introduction: There is increasing evidence that oxidative stress may

play a role in the pathophysiology of both schizophrenia and

bipolar disorder (BD). We compared serum Superoxide dismutase

(SOD) and thiobarbituric acid reactive substances (TBARS)

measured in depressive, manic and euthymic bipolar patients, in

chronically medicated schizophrenic (SZ) patients and a group of

healthy controls.

Methods: The sample consisted in 97 chronically medicated SZ

outpatients, 84 patients with BD (21 depressed 32 manic and 31

euthymic), ful.lling DSM-IV diagnostic criteria, and 32 healthy

controls. Demographic and clinical data (age of onset, medication)

were assessed. ANOVA was performed to analyze variance between

groups and multiple comparisons between groups were assessed by

Tukey test.

Results: Serum SOD (U/mg protein) levels were signi.cantly

increased (P < 0.001) in manic (7.44 ± 3.88) and depressed

(6.12 ± 4.64) BD patients and SZ (9.48 ± 4.51) when compared

to either controls (1.81 ± 0.63) or euthymic (2.75 ± 1.09)BD

patients. TBARS (mol/l) levels were signi.cantly higher in the SZ

group (4.95 ± 1.56, P = 0.016), bipolar euthymic (6.36 ± 1.46,

P < 0.001), bipolar manic (7.54 ± 1.74, P < 0.001), and bipolar

depressed patients (5.28 ± 1.54, P = 0.028) compared to controls

(3.96 ± 1.51).

Discussion: Our .ndings show an increasing gradient of SOD

levels from controls to schizophrenic patients, passing through

euthymic, depressed and manic bipolar patients. There is evidence

that acute ilness in SZ and BD, especially in mania, is neurotoxic.

SOD levels as a state marker is in line with the .ndings of this

study.Oxidative biology is a promising avenue for intervention in

both schizophrenia and bipolar disorder.
Toward an integrative model of the spectrum of

mood, behavioral and personality disorders

based on fear and anger traits
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Current formal psychiatric approaches to nosology are plagued

by an unwieldy degree of heterogeneity with insu.cient appreciation

of the commonalities of emotional, personality, behavioral,

and addictive disorders. We address this challenge by

building a spectrum model that integrates the advantages of

Cloninger’s and Akiskal’s approaches to personality and temperament

while avoiding some of their limitations. We speci.cally

propose that _fear_ and _anger_/_drive_ traits provide an

optimum basis for understanding how the spectra of anxiety,

depressive, bipolar, ADHD, alcohol, substance use and other

impulse-control, as well as personality disorders arise and relate

to one another. By erecting a bidimensional approach, we

attempt to resolve the paradox that apparently polar conditions

(e.g. depression and mania, compulsivity and impulsivity, internalizing

and externalizing disorders) can coexist without canceling

one another. The combination of excessive or de.cient fear

and anger traits produces 4 main quadrants corresponding to the

main temperament types of hyperthymic, depressive, cyclothymic

and labile individuals, which roughly correspond to bipolar I,

unipolar depression, bipolar II and ADHD, respectively. Other

a.ective temperaments resulting from excess or de.ciency of

only fear or anger include irritable, anxious, apathetic and
hyperactive. _Healthy_ or euthymic individuals would have

moderate fear and anger traits. Family history, course and

comorbidity patterns can also be understood based on fear and

anger traits. Pharmacological treatments with antidepressants

and anxiolytics can be considered as essentially restraint on fear,

whereas lithium and alpha2 noradrenergic agonists would

attenuate fear de.ciency. Dopaminergic antidepressants and

psychostimulants are anger/drive enhancers, and antipsychotics

and mood stabilizers, such as divalproate and carbamazepine,

may share antianger e.ects. Drugs e.ective for manic and

depressive phases probably have both antianger and antifear

e.ects. Non-pharmacological treatments would also mediate

their e.ects by acting of fear and anger. We submit this

proposed schema has heuristic value to build bridges between

basic and clinical science.
Superior antimanic efficacy of allopurinol

compared to dipyridamol and placebo as addon

treatment to lithium in unmedicated bipolar

patients during a mania episode: a double-blind

placebo-controlled trial
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and G Marca Filho
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This double-blind placebo-controlled clinical trial including 180

unmedicated bipolar subjects during a manic episode aimed to

evaluate the potential antimanic e.cacy of the purinergic agents

allopurinol and dipyridamole as add-on treatment to lithium.
Patients were randomly assigned to allopurinol 600 mg/day,

dipyridamole 200 mg or placebo for a 4-weeks follow-up period.

The use of antipsychotics was not allowed during the trial.

Allopurinol presented a signi.cant antimanic e.cacy as

adjunctive treatment to lithium compared to both dipyridamole

and placebo after 21 days to endpoint, regarding global scores and

response rates. Allopurinol also showed to be safe and welltolerated.

These results con.rm our preliminary data

(Machado-Vieira et al 2005) and strong support the purinergic system

dysfunction model in mania (Machado-Vieira et al 2002).

Glutamatergic abnormalities in the left

dorsolateral prefrontal cortex of patients with

bipolar disorder and comorbid alcohol/drug use

disorders: a proton spectroscopy study
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Background: Dysregulation in glutamatergic pathways may be

implicated in the pathophysiology of bipolar disorder (BD) and

alcohol/drug addiction. The presence of substance use disorders is

associated with a negative impact on the course of BD. We studied

whether BD patients with a diagnosis of remitted alcohol/drug

addiction present glutamate abnormalities in the prefrontal cortex

when compared to BD patients without alcohol/drug addiction and

to healthy subjects.

Methods: Twenty-three alcoholic BD patients (mean age ± SD:

38.7 ± 11.3 years; males: 26.1%; 12 with other substance use

disorders; in remission from alcohol/drug addiction for at least

6 months) were compared to 27 never alcohol/drug addicted BD

patients (mean age ± SD.: 40.0 ± 12.3 years; males: 18.5%) and

70 healthy subjects (mean age ± SD: 36.4 ± 12.3 years; males:

31.4%). All patients were medicated. BD and alcohol/drug abuse
dependence diagnosis was made according to DSM-IV criteria. We

used short echo-time 1 h MRS at 1.5 T, with an 8-cm3 single voxel

placed in the left dorsolateral prefrontal cortex (DLPFC) to

measure absolute levels of N-acetyl aspartate, phosphocreatine plus

creatine, choline-containing compounds and myo-inositol and

glutamate.

Results: Of the .ve reliable metabolites, only glutamate was

signi.cantly di.erent among the three groups (F (2.115) = 3.5,

P = 0.03, ANCOVA, age and gender as covariates). Post-hoc

analyses showed a signi.cant glutamate reduction in the BD

patients with remitted alcohol/drug addiction compared to never

alcohol/drug addicted BD patients (5.1 ± 0.9 vs. 5.73 ±

1.3 mmol/kg; P = 0.03), but not compared to controls (5.63 ±

0.96 mmol/kg; P = 0.11). Glutamate levels were not associated

with any other clinical characteristics of BD including length of

illness, depressive symptoms severity and comorbid anxiety

disorders.

Discussion: Chronic alcohol/drug abuse/dependence might cause

a prolonged disturbance in glutamatergic neurotransmission in

the DLPFC of BD patients. This disturbance might underlie the

worse outcome and be a target for the development of new

therapeutic approaches for BD patients with substance use

disorders.
Bipolar disorder in old age: treatment and

clinical course

PV Nunes, P Paganelli and OV Forlenza
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Introduction: There are few works in literature of bipolar disorder

in old age. This population is at risk for dementia and might have

special needs and tolerability for its treatment. Through a

systematic monthly review of the mood status and treatments in

a mood chart it is possible to verify best doses and responses.

Methods: In 57 patients with bipolar disorder and 60 years of age or

more a retrospective chart review was made. All medications used

and its doses, mood status and other clinical outcomes were

observed.

Results: Patients had on average 68.3 (SD ± 5.3) years and were

followed through 88 (±56) months (approximately 7 years).

Euthymia was present in 69% (±27) of the time, euphoria 10%

(±13), depression 20% (±25) and mixed state 1% (±4). Good

response to euphoria was observed with lithium in 42 subjects (on

daily doses of 809 mg on average). For valproate 22 subjects had

similar response (on daily doses of 1297 mg on average) and for

carbamazepine 11 subjects (on daily doses of 644 mg on average). A

second mood was used in 45% of time. Good response to depression

was found for lithium in 32 subjects, for valproate in 11 subjects and

for carbamazepina in four subjects. An antidepressant was

associated in 73% of time.

Conclusion: A great heterogeneity was observed in the clinical

course of the bipolar disorder in old age. Depression was more

prevalent than euphoria or mixed state. Lithium was the

medication used with greater frequency. Globally, best

therapeutic results were obtained with lithium and valproate

alone or associated with a second mood stabilizer (for mania) or

an antidepressant (for depression).
Differential involvement of inflammatory
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Background: Pediatric onset (pBP) and adult bipolar disorder (aBP)

may involve di.erent pathogenesis. In.ammation, an increasingly
recognized pathogenic factor in mood disorders, could be driven by

di.erent in.ammatory mediators (cytokines) in pBP and aBP. To

test this notion, we quanti.ed plasma levels of in.ammatory

mediators such as soluble CD40 (sCD40) and IL-18 in pBP and

aBP cohorts. We also include in this study adults with major

depressive disorder (MDD), to determine to what extent any given

.nding may be more speci.c to BP than to other mood disorder.

Methods: A robust and validated multiplex immunoassay

(Luminex’s microspheres-based two antibodies/sandwich Enzyme-

Linked ImmunoSorbent Assay) was used to measure levels of several

antigens including IL-18 and sCD40 in platelet-depleted plasma

from medication free individuals that met DSM-IV criteria for BP or

MDD and demographically matched healthy controls. YMRS and

HAMD scores were collected at the time of sample collection.

Results: Compared with healthy controls (n = 34), plasma IL-18

levels were signi.cantly elevated in adults with BP (n = 35;

P = 0.0043). This association was more signi.cant when

comparing females with BP (n = 26) and matched controls

(n = 23) (P = 0.0004). Importantly, IL-18 levels were similar in

adults with MDD (n = 48) and matched healthy controls (n = 34)

(P = 0.13). In a second cohort that included only children/

adolescents, IL-18 levels were not signi.cantly di.erent between

BP children/adolescents (n = 50) and matched healthy controls

(n = 37). However, compared with controls, levels of sCD40 were

elevated in BP children/adolescents (P = 0.001). Notably, in the

adult cohort, the levels of sCD40 in controls and BP individuals were

not signi.cantly di.erent (P = 0.098). There were not correlations

between YMRS/HAMD scores and sCD40 and IL-18 levels.

Conclusion: These data support a di.erential role for speci.c

in.ammatory factors, IL-18 and sCD40, in the pathogenesis of

aBP and pBP.
Lithium and acyclovir interaction in affective

bipolar disorder leading to intoxication

FGM Souza, PHN Lobo, LB Lopes, GS Juliao, DQC Rocha,

MR Crisostomo, LM Feitosa and WS Gurgel

Federal University of Ceara, Fortaleza, Ceara, Brazil

This patient has been followed in the psychiatry service at the

University Hospital Walter Cantý´ dio of the Federal University of

Ceara´ since 1986 with a diagnosis of bipolar disorder (BD). She
was born in 1958, has two children, is widow and does not have a

job. Her crises are characterized by auditive and visual hallucinations,

delusions, excitement and euphoria, followed by depression,

insomnia, forgetfulness and suicide ideations. Besides that, in her

episodes, she shows occasionally an aggressive behavior, trying to

harm her o.spring and father.In 2006, when she was taking lithium

(1500 mg/day), imipramine (200 mg/day) and benzo.brate (triglycerides

774 mg/day), she was taken into observation, su.ering

from diarrhea, hiporexy, recurrent vomits, pyuria and bacteriuria,

dysuria, pain in the cervical region and extremities. During the

treatment, she had septic encephalitis, metabolic coma and herpetic

encephalitis. She was, then, treated with Acyclovir (10 mg/kg/IV

q 8 h during 10 days), which can cause neuro and nephrotoxicity

by not totally clari.ed mechanisms.She also su.ered from respiratory

insu.ciency, making necessary the global and assisted

cinesiotheraphy and mechanic ventilation by a tracheostomy tube,

what later caused a respiratory infection. She was admitted at the

UIC, with intoxication by lithium (serum levels of 1.95 meq/l).

Lithium was eliminated after repeated sessions of hemodyalisis.

The patient, however, presented neurological sequels, developing

nephrogenic diabetes insipidus. The remotion of lithium is made by

the organism almost exclusively by the kidney. Patients who su.er

from acute kidney insu.ciency during the treatment become

rapidly susceptible to lithium intoxication. This case of intoxication

by lithium could be in.uenciated, or even caused, by the acyclovir

interference in the kidney excretion of lithium.
Light intensity versus duration of days

influencing admissions for mania

FM Volpe*,†, A Tavares† and JA Del Porto*
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Background: Seasonality of mania was demonstrated in many

countries. Chronobiology studies in bipolar disorder have

emphasized the light-darkness rhythm as the main climatic

Zeitgeber for illness cycling. Bipolar patients are supersensitive to

the suppressive e.ects of bright light on melatonin secretion. Light

and dark therapy have shown bene.cial to bipolars. The biological

e.ects of light exposure depend on the intensity of light stimulus.

The combination of climatic variables, which are intercorrelated,

vary in di.erent world regions. The e.ects of duration of days and

hours of bright sunshine on admissions for mania are confounded

in temperate zones.

Objective: To determine which climatic variables in.uence the

occurrence of admissions for mania.

Methods: Our results from a Brazilian sample were compared with

other eight reports which directly assessed the e.ects of climate on

the rates of admissions for mania along the year.

Results: Six of seven studies reported a positive correlation

between hours of bright sunshine and admissions for mania.

Although signi.cant, correlation coe.cients are moderate (_0.3).

Duration of days was also positively correlated in temperate zones,

but negatively correlated to admissions in Brazil. Humidity,

rainfall and temperature yielded inconsistent results.
Discussion: Intensity of sunlight and duration of days are

positively intercorrelated in temperate zones (Europe, USA, NZ)

but inversely correlated in tropical/subtropical areas, like Brazil.

Quality of the Zeitgeber signal (intensity) may be a crucial factor

for cycle modi.cation in bipolar patients, possibly interacting with

its duration.

Conclusion: Our results suggest it is the intensity of sunlight and

not (only) duration of days that correlate to admissions for mania.
