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Abstract: Childhood onset bipolar disorder (CO-BD) presents a panoply of difficulties associated with
early recognition and treatment. CO-BD is associated with a variety of precursors and comorbidities
that have been inadequately studied, so treatment remains obscure. The earlier the onset, the
longer is the delay to first treatment, and both early onset and treatment delay are associated
with more depressive episodes and a poor prognosis in adulthood. Ultra-rapid and ultradian
cycling, consistent with a diagnosis of BP-NOS, are highly prevalent in the youngest children and
take long periods of time and complex treatment regimens to achieve euthymia. Lithium and
atypical antipsychotics are effective in mania, but treatment of depression remains obscure, with
the exception of lurasidone, for children ages 10-17. Treatment of the common comorbid anxiety
disorders, oppositional defiant disorders, pathological habits, and substance abuse are all poorly
studied and are off-label. Cognitive dysfunction after a first manic hospitalization improves over the
next year only on the condition that no further episodes occur. Yet comprehensive expert treatment
after an initial manic hospitalization results in many fewer relapses than traditional treatment as
usual, emphasizing the need for combined pharmacological, psychosocial, and psycho-educational
approaches to this difficult and highly recurrent illness.
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1. Introduction
Epidemiological data by Merikangas et al., (2010) indicated that 2.2% of adolescents
in the US have a bipolar spectrum disorder, including BP-NOS, but disappointedly only
20% are in any kind of treatment [1]. Other data indicate a similar percentage of bipolar I
children in other countries, but if those with BP-NOS are considered, the incidence may be
considerably higher, perhaps around 5%. Childhood onsets of bipolar disorders are more
common in the US than in many European countries with one quarter of onsets in adults
with bipolar disorder occurring before age 13 and two thirds before age 19 [2–5] Multiple
factors account for this; among the most prominent are an increased incidence of a positive
family history of mood disorders and substance abuse disorders in patients’ parents
and grandparents [6–8] and an increased incidence of multiple psychosocial adversities
(different types of abuse) in childhood [9]. There are additive effects on earlier age on onset
when there is the combined presence of both a high loading of family history and incidence
of childhood adversity [7]. Other risk factors in the US include obesity, an inflammatory
diet, and poor access to health care yielding longer delays to diagnosis and first treatment.
2. Transgenerational Transmission and Illness Evolution
Not only does bipolar disorder in adults in the US compared to Europeans appear to
be a more pernicious illness [2], but compared to the Europeans, the children of US adults
with bipolar disorder likely have an increased incidence of bipolar disorder, depression,
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substance abuse, suicidality, and other psychiatric illnesses [3]. The data are convergent
with those of Axelson et al. [4], indicating that upon a systematic 8 years of follow up,
children of a bipolar parent compared to a control parent in the community are at increased
risk (in descending order) for an anxiety disorder, depression, disruptive behavioral disorder, ADHD, and substance abuse, each more than the approximately 20% who will develop
a bipolar disorder diagnosis.
Considerable data also suggest that there may be an evolution in illness manifestations
in those at high risk because of a parent with bipolar disorder from the initial appearance
of an anxiety disorder to a depression and then to bipolar disorder [5]. In US cohorts this
may be associated with a high risk of multiple early prodromes, including anxiety, ADHD,
ODD, as well as depression and then bipolar disorder [10], and each of these may show an
increasing incidence from a cohort effect [6].
3. Early Recognition and Treatment
Early recognition and treatment are critical as childhood onset illness as compared to
adult onset is associated with a problematic course of increased substance abuse, suicide,
and episodes of mood disorder in adulthood [7,8]. Lack of aggressive comprehensive
treatment is associated with increase in risk not only of relapses [9] and social and educational dysfunction, but also of cognitive dysfunction if further episodes occur in the year
after a first mania [11,12]. Attempts to enhance cognitive reserve deserve further study
and consideration.
However, the ideal treatment of childhood onset bipolar disorder is compromised
by a lack of systematic clinical trials, and current guidelines that are largely based on
expert opinion. Children are being treated with a high incidence of atypical antipsychotics,
but lesser degrees of lithium and mood stabilizing anticonvulsants, such as valproate,
lamotrigine, or carbamazepine. Yet naturalistic follow up studies suggest that those
treated with lithium have better long-term outcomes and more euthymic days [13] or
fewer days of feeling depressed and less suicidality [14] than other treatment and mood
stabilizer approaches.
3.1. The Case for Lithium Treatment of Children
Lithium has positive controlled data for treatment of acute mania [15] and prevention [16]. After a first manic hospitalization, Berk et al. [17] reported that one year of
randomized treatment with lithium was superior to that of quetiapine on measures of
mania, depression, functioning, cognition, and brain imaging. In addition, lithium has
multiple assets that have not yet been systematically addressed in children [18]. Lithium
increases hippocampal volume in adults, likely based on its ability to increase BDNF and
neurogenesis. It also increases white matter integrity in children who have been shown to
have these deficits. In adults, lithium helps prevent cognitive deterioration in patients with
mild cognitive impairment and it reduces the incidence of a diagnosis of dementia in old
age [19,20]. Based on its ability to stimulate the enzyme telomerase, lithium protects the
length of telomeres, which are reduced in length by stress and depression [21]. This and
other diverse mechanisms could account for the data suggesting that lithium could help
prevent a variety of medical illnesses including cancer [22].
Lithium appears most effective in those with a positive family history of mood disorders and especially if there is a positive family history of response to lithium. In addition,
those with classic presentations of euphoric mania, clear well-intervals between episodes,
a lack of anxiety or substance abuse comorbidity, and non-rapid cycling are more likely
to respond [23]. Initiating lithium treatment early in the course of illness is also more productive than latter treatment after multiple episodes or rapid cycling has occurred [24–26].
Lithium is FDA- and EMA-approved for children over 12 years of age.
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3.2. Atypical Antipsychotics
While some atypical antipsychotics are FDA-approved for preventing mania and total
episodes, some, such as aripiprazole, have not shown significant efficacy in preventing
depressions. Ziprasidone is effective in mania, but it failed in depression in adults. Olanzapine has efficacy in mania and depression, but issues of weight gain and metabolic
tolerability make it a third line option [27]. Those with a parental history of non-response
to lithium maybe more likely to respond to atypicals [28].
Lurasidone has efficacy in bipolar depression in children aged 10–17 years as well as
in adults, but long-term preventive data are mixed [29]. It is of interest that in studies of
bipolar depression in both children and adults, lurasidone was more effective and had a
bigger effect size in those with baseline elevations in the inflammatory marker C-reactive
protein (CRP) [30,31].
3.3. Mood Stabilizing Anticonvulsants
As opposed to robust data in adults with mania, data on valproate and carbamazepine
in mania in children are more mixed and equivocal. Valproate is widely used in mania in
children, although several placebo-controlled trials failed to show efficacy in acute mania.
It should not be used in women of childbearing age [32]. Oxcarbazepine (OXC) was not
effective in the whole group of children with bipolar disorder, while the youngest compared
to the oldest did significantly better on OXC than placebo [33]. Data showed the opposite
pattern on lamotrigine where older patients fared better than younger children [34]. As
noted above, in the long-term naturalistic studies those treated with lithium performed
better than those treated with atypicals and anticonvulsants [14].
3.4. Family History Is Useful in the Choice of Mood Stabilizing Treatment
Considerable evidence indicates that a positive family history of mood disorders is a
predictor of response to lithium [23]. Conversely, those without a family history of bipolar
disorder are more likely to respond to carbamazepine (along with characteristics that are the
mirror image of lithium non-response, such as more continuous cycling and the presence of
anxiety and substance abuse comorbidity, and the presence of mood incongruent delusions).
Interestingly, those with a personal or family history of anxiety disorders are more likely to
respond to lamotrigine [35].
3.5. Combinations Are More Effective than Monotherapy
Findling et al. [36] reported that children stabilized on the combination of lithium and
valproate relapsed at a very high rate when they were randomized to either monotherapy.
They then rapidly re-responded when combination therapy was re-instituted indicating the need for combination therapy in the majority of children with bipolar disorder.
Geller et al. [37] came to the same conclusion in her randomized study of lithium, valproate, and risperidone, in that most patients required a combination of the atypical with
lithium or valproate (and often with adjunctive stimulants) to achieve adequate mood
stabilization. Kowatch et al. [38] also concluded that combinations were ultimately needed
in his randomized study of lithium, valproate, and carbamazepine in acute mania.
Given the high incidence of comorbid ADHD and bipolar disorder in children, most
investigators recommend first achieving mood stabilization prior to the use of stimulants
for residual symptoms of ADHD. Adding a stimulant in this fashion is not associated with
exacerbation of the bipolar disorder [39]. First treating these comorbid patients with high
dose stimulants or antidepressants prior to mood stabilization risks a high incidence of
non-response or a worsening of symptoms [40].
3.6. Other Agents and Supplements for Comorbidities
Some drugs that are not effective antimanic agents, such as gabapentin, still have
evidence of effectiveness in other syndromes and comorbidities, including alcohol use
disorder (AUD), avoidance and anxiety disorders, and anxiety attacks, such as topiramate
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and zonisamide in AUD and bulimia [41]. Two supplements available without prescription
have a wide range of potential benefits in bipolar disorder as listed in Table 1. For example,
N-acetylcysteine (NAC) has placebo-controlled data for effectiveness in depression and
anxiety in adult bipolar patients, as well as the ability to limit multiple drugs of abuse
and habits such as gambling, OCD, and trichotillomania [41–43]. There are three positive
placebo-controlled trials of NAC for irritability in autism in children 4–17 years of age so
that safety in children has been demonstrated.
Table 1. Potential utility of supplements and drugs in the treatment of comorbidities of bipolar disorder. Note that all are
off label in bipolar disorder except valproate *.
N-Acetylcysteine
(NAC)

Acetyl-L-Carnitine
(ACL)

Valproate (VPA)

Cocaine

Pain
Insulin-receptor
sub-sensitivity
Peripheral neuropathy
Hypertension

Alcohol
Nicotine
Marijuana
Gambling
OCD
PTSD
Trichotillomania
Depression
Autism

Topiramate

Zonisamide

Migraine

Alcohol

Alcohol

Anxiety

Cocaine

Anxiety

Cocaine

Bulimia

Social phobia

Narcolepsy

Alcohol

Bulimia
Migraine
Anger attacks

Alcohol
Pain

ADHD

Gabapentin

Modafinil

* References cited in [41].

Acetyl-L-carnitine (LAC) has been reported low in the blood of adult depressed patients, especially those with early onset, more severe and treatment refractory depression,
and in those with histories of abuse in childhood [44]. It has antidepressant effects in patients and in animal models of depression, but effectiveness has not yet been demonstrated
in children. However, the possibility of normalizing LAC blood levels in depressed patients
with a history of adversity in childhood suggests the importance of studying this subgroup as patients with bipolar disorder have such a high incidence of histories of abuse in
childhood which in turn is associated with relative treatment refractoriness. LAC also has
anti-pain effects, sensitizes insulin receptors, and improves peripheral neuropathy [44,45].
Other agents not listed in Table 1 also deserve consideration even though the data on
effectiveness in children is not solid [41,46]. For example, there is a very high incidence
of borderline or low levels of vitamin D3 in children with major psychiatric illness, so
supplementation with this safe vitamin would appear worthy of consideration. Similarly
folic acid has been reported to enhance the effectiveness of lithium and many antidepressants, and for those with a methylenetetrahydrofolate reductase (MTHFR) deficiency,
supplementation with L-methylfolate is a necessity.
This and other suggestions for addressing some of the complexities of bipolar disorder
are acknowledged to be inadequately supported in the literature sufficiently to merit
routines use [46]. However, given the paucity of systematic studies in children and the wide
range of impairing symptoms and syndromes seen in the illness [18,47], some consideration
of using these agents on the basis of careful evaluation of their potential risk: benefit ratio
may be a rational approach. The potential role of the calcium channel blocker nimodipine
also deserves further evaluation and consideration [23,48,49].
4. Psychotherapy: The Case for Systematic Employment of Family Focused Therapy
and Similar Therapies
While optimal pharmacological approaches to childhood onset bipolar disorder
remain n controversial, there is much consensus about the importance of
psycho-social therapies.
Recent meta-analyses document the benefit of family focused therapy (FFT) and
related group therapies [50]. Miklowitz et al. [51] also found that FFT was effective for
those with prodromal symptoms including bipolar disorder not otherwise specified (BPNOS) for producing stabilization in depression, reducing recurrence risk, and increasing
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psychosocial functioning, each with moderate to large effect sizes. Pavuluri et al. [52]
endorsed family focus cognitive behavioral therapy, and Fristad et al. [53] also found
multifamily psychoeducational therapy highly effective.
In addition, a recent report indicates that cognitive behavioral therapy (CBT) can
be modified for transdiagnostic use in children and is more effective that treatment as
usual [54]. Together these data provide strong evidence for the utility of FFT and other
family interventions, and CBT for those with early symptoms, prodromes, and more fullblown bipolar disorder. Given the efficacy and safety of these psychosocial approaches
and the utility of psycho-educational efforts, it would appear imperative that these types
of therapies be utilized adjunctively in the routine treatment of early affective disorders
in children.
5. The Need of Psychological and Pharmacological Attempts to Head of Early Illness
in Those at Highest Risk
Given the high risks for the onset of diverse childhood psychiatric diagnoses in
children of a parent with bipolar disorder [4], attempting a primary prevention would
appear indicated. Endorsing attempts to achieve a good diet, regular exercise, sports
participation and sleep habits, and mindfulness/meditation have not only been proven
to be effective, but their safety, practicality, and theoretical rationale make them highly
recommended [43]. As noted above, family therapy and CBT have considerable support in
systematic studies.
A variety of safe pharmacological interventions may have merit in primary and/or secondary prevention even if not fully validated by systematic studies [46]. Along with safety,
the non-specificity of potential effectiveness across multiple symptoms and syndromes
makes their early utilization in children worthy of consideration. These could include
omega-3-fatty acids, N-acetylcysteine, minocycline, and other anti-inflammatory drugs
(especially in the presence of positive markers of inflammation), deserving further study
and perhaps individual clinical trials. In those with a history of adversity in childhood, one
might even consider a clinical trial with acetyl-L-carnitine (LAC) since levels of LAC in the
blood of adult depressed patients are especially low in those with a history of childhood
adversity [44,45].
6. Conclusions
The majority of follow up studies indicate that childhood onset bipolar disorder is
not a benign illness and patients remain ill some two thirds of the time and experience
considerable dysfunction [13,55,56]. Suicide and substance abuse remain a too common
liability. Given the fact that the number of prior episodes is associated with the degree of
cognitive dysfunction and the development of treatment resistance, preventing episodes
from the outset become a major goal of treatment [46,57,58]. However, given the paucity of
systematic research to guide optimal therapeutics, the complexity of presentations, and the
need for comprehensive pharmacological and psychosocial intervention, achieving a good
long-term outcome is not readily accomplished. This is all-the-more an imposing task as
the majority children treated for psychiatric illness in the US are primary care physicians
who are typically not well versed in the nuances of diagnosis and treatment [59].
Thus, there is a major need for more treatment research to better guide both psychiatrists and primary care physicians. Psychotherapeutic and psycho-educational are a
necessary part of treatment and the limited access to expert referral is an additional problem
that must be overcome. Since there are so many obstacles to achieving excellent treatment
outcomes, it behooves the clinician to request help from parents in facilitating the diagnosis
and the assessment of response to treatment by getting weekly rating of their child’s symptoms [47,60,61]. Parents can receive confidential IRB-approved emails every Sunday for
rating the severity of anxiety, depression, attention deficit hyperactivity disorder (ADHD),
oppositional behavior, and mania which can then be printed out for ease of longitudinal
assess by the physician. Informed consent, demographic assessment, and receiving the
ratings can be acquired at http://bipolarnews.org/?page_id=2630 (last accessed on 10

Medicina 2021, 57, 601

6 of 9

June 2021). With creative comprehensive treatment, often involving lithium, multiple other
agents, and adjunctive psychotherapy, life-saving outcomes can be achieved in even the
very difficult occurrences of childhood onset bipolar disorder and its many comorbidities.
Author Contributions: R.M.P. completed the first draft of the manuscript which was amended by
H.G. Both authors read and approved the final manuscript. All authors have read and agreed to the
published version of the manuscript.
Funding: This research received no external funding.
Institutional Review Board Statement: Not applicable as this is a review of published studies that
have received individual IRB approval.
Informed Consent Statement: Not applicable as this is a review of published data not of new
original research.
Data Availability Statement: All data given in this review have been previously published and are
in the public domain.
Acknowledgments: The authors acknowledge the support of the Stanley Foundation Medical Institute for generating data on transgenerational transmission as part of the Stanley Foundation Bipolar
Network research activities.
Conflicts of Interest: The authors declare that this review was written in the absence of any commercial or financial relationships that could be construed as a potential conflict of interest. RMP has
received speaker’s honoraria over the past 3 years from AstraZeneca, Validus, Sunovion, Takeda,
and Pamlabs. H.G. received grants/research support, consulting fees and honoraria within the last
3 years from Gedeon Richter, Janssen-Cilag, and Sanofi-Aventis.

References
1.

2.

3.

4.

5.
6.

7.

8.

9.

10.

Merikangas, K.R.; He, J.P.; Burstein, M.; Swanson, S.A.; Avenevoli, S.; Cui, L.; Benjet, C.; Georgiades, K.; Swendsen, J. Lifetime
prevalence of mental disorders in U.S. adolescents: Results from the National Comorbidity Survey Replication—Adolescent
Supplement (NCS-A). J. Am. Acad. Child. Adolesc. Psychiatry 2010, 49, 980–989. [CrossRef]
Post, R.M.; Altshuler, L.L.; Kupka, R.; McElroy, S.L.; Frye, M.A.; Rowe, M.; Grunze, H.; Suppes, T.; Keck, P.E., Jr.; Leverich,
G.S.; et al. More childhood onset bipolar disorder in the United States than Canada or Europe: Implications for treatment and
prevention. Neurosci. Biobehav. Rev. 2017, 74, 204–213. [CrossRef] [PubMed]
Post, R.M.; Altshuler, L.L.; Kupka, R.; McElroy, S.L.; Frye, M.A.; Rowe, M.; Grunze, H.; Suppes, T.; Keck, P.E., Jr.; Leverich,
G.S.; et al. Age at Onset of Bipolar Disorder Related to Parental and Grandparental Illness Burden. J. Clin. Psychiatry 2016, 77,
e1309–e1315. [CrossRef] [PubMed]
Axelson, D.; Goldstein, B.; Goldstein, T.; Monk, K.; Yu, H.; Hickey, M.B.; Sakolsky, D.; Diler, R.; Hafeman, D.; Merranko, J.; et al.
Diagnostic Precursors to Bipolar Disorder in Offspring of Parents with Bipolar Disorder: A Longitudinal Study. Am. J. Psychiatry
2015, 172, 638–646. [CrossRef] [PubMed]
Duffy, A.; Goodday, S.; Keown-Stoneman, C.; Grof, P. The Emergent Course of Bipolar Disorder: Observations Over Two Decades
from the Canadian High-Risk Offspring Cohort. Am. J. Psychiatry 2019, 176, 720–729. [CrossRef]
Post, R.M.; Kupka, R.; Keck, P.E., Jr.; McElroy, S.L.; Altshuler, L.L.; Frye, M.A.; Rowe, M.; Grunze, H.; Suppes, T.; Leverich, G.S.;
et al. Further Evidence of a Cohort Effect in Bipolar Disorder: More Early Onsets and Family History of Psychiatric Illness in
More Recent Epochs. J. Clin. Psychiatry 2016, 77, 1043–1049. [CrossRef]
Perlis, R.H.; Miyahara, S.; Marangell, L.B.; Wisniewski, S.R.; Ostacher, M.; DelBello, M.P.; Bowden, C.L.; Sachs, G.S.; Nierenberg,
A.A. Long-term implications of early onset in bipolar disorder: Data from the first 1000 participants in the systematic treatment
enhancement program for bipolar disorder (STEP-BD). Biol. Psychiatry 2004, 55, 875–881. [CrossRef]
Post, R.M.; Leverich, G.S.; Kupka, R.W.; Keck, P.E., Jr.; McElroy, S.L.; Altshuler, L.L.; Frye, M.A.; Luckenbaugh, D.A.; Rowe,
M.; Grunze, H.; et al. Early-onset bipolar disorder and treatment delay are risk factors for poor outcome in adulthood. J. Clin.
Psychiatry 2010, 71, 864–872. [CrossRef]
Kessing, L.V.; Hansen, H.V.; Hvenegaard, A.; Christensen, E.M.; Dam, H.; Gluud, C.; Wetterslev, J. Treatment in a specialised
out-patient mood disorder clinic v. standard out-patient treatment in the early course of bipolar disorder: Randomised clinical
trial. Br. J. Psychiatry 2013, 202, 212–219. [CrossRef]
Mesman, E.; Birmaher, B.B.; Goldstein, B.I.; Goldstein, T.; Derks, E.M.; Vleeschouwer, M.; Hickey, M.B.; Axelson, D.; Monk, K.;
Diler, R.; et al. Categorical and dimensional psychopathology in Dutch and US offspring of parents with bipolar disorder: A
preliminary cross-national comparison. J. Affect. Disord. 2016, 205, 95–102. [CrossRef]

Medicina 2021, 57, 601

11.

12.

13.
14.

15.

16.

17.

18.
19.
20.
21.
22.

23.
24.
25.
26.
27.

28.
29.

30.
31.
32.
33.

34.

35.

7 of 9

Kozicky, J.M.; Torres, I.J.; Silveira, L.E.; Bond, D.J.; Lam, R.W.; Yatham, L.N. Cognitive change in the year after a first manic
episode: Association between clinical outcome and cognitive performance early in the course of bipolar I disorder. J. Clin.
Psychiatry 2014, 75, e587–e593. [CrossRef] [PubMed]
Demmo, C.; Lagerberg, T.V.; Aminoff, S.R.; Hellvin, T.; Kvitland, L.R.; Simonsen, C.; Haatveit, B.; Andreassen, O.A.; Melle, I.;
Ueland, T. Course of neurocognitive function in first treatment bipolar I disorder: One-year follow-up study. Psychiatry Res. 2017,
249, 286–292. [CrossRef] [PubMed]
Geller, B.; Tillman, R.; Bolhofner, K.; Zimerman, B. Pharmacological and non-drug treatment of child bipolar I disorder during
prospective eight-year follow-up. Bipolar Disord. 2010, 12, 164–171. [CrossRef]
Hafeman, D.M.; Rooks, B.; Merranko, J.; Liao, F.; Gill, M.K.; Goldstein, T.R.; Diler, R.; Ryan, N.; Goldstein, B.I.; Axelson, D.A.;
et al. Lithium Versus Other Mood-Stabilizing Medications in a Longitudinal Study of Youth Diagnosed with Bipolar Disorder. J.
Am. Acad Child. Adolesc. Psychiatry 2020, 59, 1146–1155. [CrossRef]
Findling, R.L.; Robb, A.; McNamara, N.K.; Pavuluri, M.N.; Kafantaris, V.; Scheffer, R.; Frazier, J.A.; Rynn, M.; DelBello, M.;
Kowatch, R.A.; et al. Lithium in the Acute Treatment of Bipolar I Disorder: A Double-Blind, Placebo-Controlled Study. Pediatrics
2015, 136, 885–894. [CrossRef] [PubMed]
Findling, R.L.; McNamara, N.K.; Pavuluri, M.; Frazier, J.A.; Rynn, M.; Scheffer, R.; Kafantaris, V.; Robb, A.; Del Bello, M.; Kowatch,
R.A.; et al. Lithium for the Maintenance Treatment of Bipolar I Disorder: A Double-Blind, Placebo-Controlled Discontinuation
Study. J. Am. Acad Child. Adolesc. Psychiatry 2019, 58, 287–296.e284. [CrossRef]
Berk, M.; Daglas, R.; Dandash, O.; Yücel, M.; Henry, L.; Hallam, K.; Macneil, C.; Hasty, M.; Pantelis, C.; Murphy, B.P.; et al.
Quetiapine v. lithium in the maintenance phase following a first episode of mania: Randomised controlled trial. Br. J. Psychiatry
2017, 210, 413–421. [CrossRef]
Post, R.M. The New News about Lithium: An Underutilized Treatment in the United States. Neuropsychopharmacology 2018, 43,
1174–1179. [CrossRef]
Velosa, J.; Delgado, A.; Finger, E.; Berk, M.; Kapczinski, F.; de Azevedo Cardoso, T. Risk of dementia in bipolar disorder and the
interplay of lithium: A systematic review and meta-analyses. Acta Psychiatr. Scand. 2020, 141, 510–521. [CrossRef]
Kessing, L.V.; Forman, J.L.; Andersen, P.K. Does lithium protect against dementia? Bipolar Disord. 2010, 12, 87–94. [CrossRef]
Martinsson, L.; Wei, Y.; Xu, D.; Melas, P.A.; Mathé, A.A.; Schalling, M.; Lavebratt, C.; Backlund, L. Long-term lithium treatment in
bipolar disorder is associated with longer leukocyte telomeres. Transl. Psychiatry 2013, 3, e261. [CrossRef]
Anmella, G.; Fico, G.; Lotfaliany, M.; Hidalgo-Mazzei, D.; Soto-Angona, Ó.; Giménez-Palomo, A.; Amoretti, S.; Murru, A.; Radua,
J.; Solanes, A.; et al. Risk of cancer in bipolar disorder and the potential role of lithium: International collaborative systematic
review and meta-analyses. Neurosci. Biobehav. Rev. 2021, 126, 529–541. [CrossRef]
Post, R.; Leverich, G. Treatment of Bipolar Illness: A Casebook for Clinicians and Patients, 1st ed.; WW Norton & Co: New York, NY,
USA, 2008.
Post, R.M. Acquired lithium resistance revisited: Discontinuation-induced refractoriness versus tolerance. J. Affect. Disord. 2012,
140, 6–13. [CrossRef] [PubMed]
Kessing, L.V.; Vradi, E.; Andersen, P.K. Starting lithium prophylaxis early v. late in bipolar disorder. Br. J. Psychiatry 2014, 205,
214–220. [CrossRef] [PubMed]
Franchini, L.; Zanardi, R.; Smeraldi, E.; Gasperini, M. Early onset of lithium prophylaxis as a predictor of good long-term outcome.
Eur. Arch. Psychiatry Clin. Neurosci. 1999, 249, 227–230. [CrossRef]
Yatham, L.N.; Kennedy, S.H.; Parikh, S.V.; Schaffer, A.; Bond, D.J.; Frey, B.N.; Sharma, V.; Goldstein, B.I.; Rej, S.; Beaulieu, S.; et al.
Canadian Network for Mood and Anxiety Treatments (CANMAT) and International Society for Bipolar Disorders (ISBD) 2018
guidelines for the management of patients with bipolar disorder. Bipolar Disord. 2018, 20, 97–170. [CrossRef] [PubMed]
Duffy, A.; Alda, M.; Milin, R.; Grof, P. A consecutive series of treated affected offspring of parents with bipolar disorder: Is
response associated with the clinical profile? Can. J. Psychiatry 2007, 52, 369–376. [CrossRef]
DelBello, M.P.; Goldman, R.; Phillips, D.; Deng, L.; Cucchiaro, J.; Loebel, A. Efficacy and Safety of Lurasidone in Children and
Adolescents with Bipolar I Depression: A Double-Blind, Placebo-Controlled Study. J. Am. Acad. Child. Adolesc. Psychiatry 2017, 56,
1015–1025. [CrossRef]
Raison, C.L.; Pikalov, A.; Siu, C.; Tsai, J.; Koblan, K.; Loebel, A. C-reactive protein and response to lurasidone in patients with
bipolar depression. Brain Behav. Immun. 2018, 73, 717–724. [CrossRef]
Raison, C.L.; Siu, C.; Pikalov, A.; Tocco, M.; Loebel, A. C-reactive protein and response to lurasidone treatment in children and
adolescents with bipolar I depression: Results from a placebo-controlled trial. Brain Behav. Immun. 2020, 84, 269–274. [CrossRef]
European Medicines Agency. EMA publishes summary from valproate public hearing. React. Wkly. 2017, 2, 1674. [CrossRef]
Wagner, K.D.; Kowatch, R.A.; Emslie, G.J.; Findling, R.L.; Wilens, T.E.; McCague, K.; D’Souza, J.; Wamil, A.; Lehman, R.B.; Berv,
D.; et al. A double-blind, randomized, placebo-controlled trial of oxcarbazepine in the treatment of bipolar disorder in children
and adolescents. Am. J. Psychiatry 2006, 163, 1179–1186. [CrossRef]
Findling, R.L.; Chang, K.; Robb, A.; Foster, V.J.; Horrigan, J.; Krishen, A.; Wamil, A.; Kraus, J.E.; Del Bello, M. Adjunctive
Maintenance Lamotrigine for Pediatric Bipolar I Disorder: A Placebo-Controlled, Randomized Withdrawal Study. J. Am. Acad.
Child Adolesc. Psychiatry 2015, 54, 1020–1031.e1023. [CrossRef]
Passmore, M.J.; Garnham, J.; Duffy, A.; MacDougall, M.; Munro, A.; Slaney, C.; Teehan, A.; Alda, M. Phenotypic spectra of bipolar
disorder in responders to lithium versus lamotrigine. Bipolar Disord. 2003, 5, 110–114. [CrossRef] [PubMed]

Medicina 2021, 57, 601

36.

37.

38.

39.

40.
41.
42.
43.
44.

45.
46.
47.
48.
49.
50.
51.

52.

53.
54.

55.
56.

57.

58.
59.

8 of 9

Findling, R.L.; McNamara, N.K.; Stansbrey, R.; Gracious, B.L.; Whipkey, R.E.; Demeter, C.A.; Reed, M.D.; Youngstrom, E.A.;
Calabrese, J.R. Combination lithium and divalproex sodium in pediatric bipolar symptom re-stabilization. J. Am. Acad Child.
Adolesc. Psychiatry 2006, 45, 142–148. [CrossRef]
Geller, B.; Luby, J.L.; Joshi, P.; Wagner, K.D.; Emslie, G.; Walkup, J.T.; Axelson, D.A.; Bolhofner, K.; Robb, A.; Wolf, D.V.; et al. A
randomized controlled trial of risperidone, lithium, or divalproex sodium for initial treatment of bipolar I disorder, manic or
mixed phase, in children and adolescents. Arch. Gen. Psychiatry 2012, 69, 515–528. [CrossRef] [PubMed]
Kowatch, R.A.; Suppes, T.; Carmody, T.J.; Bucci, J.P.; Hume, J.H.; Kromelis, M.; Emslie, G.J.; Weinberg, W.A.; Rush, A.J. Effect size
of lithium, divalproex sodium, and carbamazepine in children and adolescents with bipolar disorder. J. Am. Acad. Child Adolesc.
Psychiatry 2000, 39, 713–720. [CrossRef] [PubMed]
Scheffer, R.E.; Kowatch, R.A.; Carmody, T.; Rush, A.J. Randomized, placebo-controlled trial of mixed amphetamine salts for
symptoms of comorbid ADHD in pediatric bipolar disorder after mood stabilization with divalproex sodium. Am. J. Psychiatry
2005, 162, 58–64. [CrossRef]
Goldsmith, M.; Singh, M.; Chang, K. Antidepressants and psychostimulants in pediatric populations: Is there an association with
mania? Paediatr. Drugs 2011, 13, 225–243. [CrossRef]
Post, R.M.; Yatham, L.N.; Vieta, E.; Berk, M.; Nierenberg, A.A. Beyond evidence-based treatment of bipolar disorder: Rational
pragmatic approaches to management. Bipolar Disord. 2019, 21, 650–659. [CrossRef]
Post, R.M.; Kalivas, P. Bipolar disorder and substance misuse: Pathological and therapeutic implications of their comorbidity and
cross-sensitisation. Br. J. Psychiatry 2013, 202, 172–176. [CrossRef]
Post, R.M.; Goldstein, B.I.; Birmaher, B.; Findling, R.L.; Frey, B.N.; Del Bello, M.P.; Miklowitz, D.J. Toward prevention of bipolar
disorder in at-risk children: Potential strategies ahead of the data. J. Affect. Disord. 2020, 272, 508–520. [CrossRef]
Nasca, C.; Bigio, B.; Lee, F.S.; Young, S.P.; Kautz, M.M.; Albright, A.; Beasley, J.; Millington, D.S.; Mathé, A.A.; Kocsis,
J.H.; et al. Acetyl-l-carnitine deficiency in patients with major depressive disorder. Proc. Natl. Acad. Sci. USA 2018, 115,
8627–8632. [CrossRef]
Post, R.M. Myriad of implications of acetyl-l-carnitine deficits in depression. Proc. Natl. Acad. Sci. USA 2018, 115, 8475–8477.
[CrossRef] [PubMed]
Post, R.M. How to prevent the malignant progression of bipolar disorder. Br. J. Psychiatry 2020, 42, 552–557. [CrossRef]
Post, R.M.; Rowe, M.; Findling, R. Little Agreement on Treating Residual Bipolar Disorder Symptoms in a Child. Prim. Care
Companion CNS Disord. 2020, 22, 19m02574. [CrossRef] [PubMed]
Davanzo, P.A.; Krah, N.; Kleiner, J.; McCracken, J. Nimodipine treatment of an adolescent with ultradian cycling bipolar affective
illness. J. Child. Adolesc. Psychopharmacol. 1999, 9, 51–61. [CrossRef]
Grunze, H.; Walden, J.; Wolf, R.; Berger, M. Combined treatment with lithium and nimodipine in a bipolar I manic syndrome.
Prog. Neuropsychopharmacol. Biol. Psychiatry 1996, 20, 419–426. [CrossRef]
Miklowitz, D.J.; Chung, B. Family-Focused Therapy for Bipolar Disorder: Reflections on 30 Years of Research. Fam Process. 2016,
55, 483–499. [CrossRef]
Miklowitz, D.J.; Schneck, C.D.; Singh, M.K.; Taylor, D.O.; George, E.L.; Cosgrove, V.E.; Howe, M.E.; Dickinson, L.M.; Garber, J.;
Chang, K.D. Early intervention for symptomatic youth at risk for bipolar disorder: A randomized trial of family-focused therapy.
J. Am. Acad. Child. Adolesc. Psychiatry 2013, 52, 121–131. [CrossRef]
Pavuluri, M.N.; Graczyk, P.A.; Henry, D.B.; Carbray, J.A.; Heidenreich, J.; Miklowitz, D.J. Child- and family-focused cognitivebehavioral therapy for pediatric bipolar disorder: Development and preliminary results. J. Am. Acad. Child Adolesc. Psychiatry
2004, 43, 528–537. [CrossRef] [PubMed]
Fristad, M.A.; Verducci, J.S.; Walters, K.; Young, M.E. Impact of multifamily psychoeducational psychotherapy in treating children
aged 8 to 12 years with mood disorders. Arch. Gen. Psychiatry 2009, 66, 1013–1021. [CrossRef] [PubMed]
Jeppesen, P.; Wolf, R.T.; Nielsen, S.M.; Christensen, R.; Plessen, K.J.; Bilenberg, N.; Thomsen, P.H.; Thastum, M.; Neumer, S.P.;
Puggaard, L.B.; et al. Effectiveness of Transdiagnostic Cognitive-Behavioral Psychotherapy Compared with Management as
Usual for Youth with Common Mental Health Problems: A Randomized Clinical Trial. JAMA Psychiatry 2021, 78, 250–260.
[CrossRef] [PubMed]
DelBello, M.P.; Hanseman, D.; Adler, C.M.; Fleck, D.E.; Strakowski, S.M. Twelve-month outcome of adolescents with bipolar
disorder following first hospitalization for a manic or mixed episode. Am. J. Psychiatry 2007, 164, 582–590. [CrossRef]
Wozniak, J.; Petty, C.R.; Schreck, M.; Moses, A.; Faraone, S.V.; Biederman, J. High level of persistence of pediatric bipolar-I
disorder from childhood onto adolescent years: A four year prospective longitudinal follow-up study. J. Psychiatry Res. 2011, 45,
1273–1282. [CrossRef]
Berk, M.; Kapczinski, F.; Andreazza, A.C.; Dean, O.M.; Giorlando, F.; Maes, M.; Yucel, M.; Gama, C.S.; Dodd, S.; Dean, B.; et al.
Pathways underlying neuroprogression in bipolar disorder: Focus on inflammation, oxidative stress and neurotrophic factors.
Neurosci. Biobehav. Rev. 2011, 35, 804–817. [CrossRef]
Post, R.M. Preventing the Malignant Transformation of Bipolar Disorder. JAMA 2018, 319, 1197–1198. [CrossRef] [PubMed]
Anderson, L.E.; Chen, M.L.; Perrin, J.M.; Van Cleave, J. Outpatient Visits and Medication Prescribing for US Children with Mental
Health Conditions. Pediatrics 2015, 136, e1178–e1185. [CrossRef]

Medicina 2021, 57, 601

60.
61.

9 of 9

Post, R.M.; Rowe, M.; Kaplan, D.; Findling, R.L. A Multisymptomatic Child with Bipolar Disorder: How to Track and Sequence
Treatment. Prim. Care Companion CNS Disord. 2017, 19, 17r02122. [CrossRef] [PubMed]
Post, R.M.; Rowe, M.; Kaplan, D.; Findling, R. The Child Network for Parents to Track Their Child’s Mood and Behavior. J. Child.
Adolesc. Psychopharmacol. 2017, 27, 840–843. [CrossRef] [PubMed]

