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Summary

Bipolar disorder (BD) is a severe brain disease that is associated with a significant risk for suicide.
Recent studies indicate that altitude of residence significantly affects overall rate of completed suicide,
and is associated with a higher incidence of depressive symptoms. Bipolar disorder has shown to be
linked to mitochondrial dysfunction that may increase the severity of episodes. The present study used
existing data sets to explore the hypothesis that altitude has a greater effect of suicide in BD, compared
with other mental illnesses. The study utilized data extracted from the National Violent Death Reporting
System (NVDRS), a surveillance system designed by the Centers for Disease Control and Prevention
(CDC) National Center for Injury Prevention and Control (NCIPC). Data were available for 16 states
for the years 2005-2008, representing a total of 35,725 completed suicides in 922 U.S. counties.
Random coefficient and logistic regression models in the SAS PROC MIXED procedure were used to
estimate the effect of altitude on decedent’s mental health diagnosis. Altitude was a significant,
independent predictor of the altitude at which suicides occurred (F = 8.28, p=0.004 and Wald chi-
square=21.67, p <0.0001). Least squares means of altitude, independent of other variables, indicated
that individuals with BD committed suicide at the greatest mean altitude. Moreover, the mean altitude at
which suicides occurred in BD was significantly higher than in decedents whose mental health
diagnosis was major depressive disorder (MDD), schizophrenia, or anxiety disorder. Identifying
diagnosis-specific risk factors such as altitude may aid suicide prevention efforts, and provide important
information for improving the clinical management of BD.

Introduction/Background
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Bipolar disorder (BD) is a severe and persistent mental illness affecting 4.4% of U.S. adults [1]. The
risk of suicide for individuals with BD is approximately 60 times greater than that of the general
population [2]. Fifteen to twenty percent of individuals with BD complete suicide and up to 40% report
at least one suicide attempt during their lifetime [2]. The ratio of suicide attempts to completed suicides
for the general population is 35:1, but for individuals with BD, the same ratio is 3:1 [2]. In fact, it is
estimated that BD may account for one-quarter of all completed suicides [3]. Prior research has
identified a number of psychosocial and medical predictors of suicide in BD, but the potential
environmental risk factors are less well-studied in an epidemiological context. We speculate that
altitude of resident may pose a heretofore unrecognized risk factor for completed suicide in BD, and
present a secondary analysis of existing data in support of this hypothesis.

Regional variations in the rate of completed suicide across the U.S. have persisted throughout the past
three decades. A consistent finding is that the states of the Intermountain West have elevated rates of
suicide in the population [4, 5]. Cheng [4] found that suicide rates where higher in the Rocky Mountain
states than in lowest altitude states from 1979 to 2006. Suicide rates were compared by state groups (top
5 states) for rurality, gun ownership, poverty, insurance, psychiatric availability and altitude.
Additionally, the state group with the lowest psychiatrist availability, which includes states of low
altitude (i.e., Alaska, lowa, Mississippi, Arkansas, and Oklahoma), had lower suicide rates than the
Intermountain West [4]. Recent studies have described an association between altitude and suicide rates
at the state and county levels, both internationally and in the U.S. [4—7]. Controlling for gun ownership,
rurality, age, and mental health providers, Kim et al. [6] noted a significant positive association between
suicide rates and altitude. Additionally, Brenner and colleagues [8] reported a positive association
between altitude and suicide in 2,584 counties in the U.S. despite the notable concomitant finding of a
significant reduction in overall mortality with increasing altitude.

Others have studied the relationship between suicide and altitude and reported mixed results. Betz and
colleagues [8] noted that individuals who committed suicide at high and low altitudes significantly
differed with respect to race, ethnicity, rurality, use of firearms, and intoxication at the time of death.
There were also dissimilarities in depressed mood, and recent financial, occupational, legal, or
interpersonal problems. High altitude victims had higher rates of family or friends report depressed
mood and having a crisis within the 2-week period before the suicide than low altitude victims [8].
Additionally, there were significant differences in personal, mental health, and suicide characteristics
among altitude groups. In line with these findings, Delmastro and colleagues reported a positive
correlation between altitude of residence and respondent’s self-reported levels of psychological distress
[9]. The mechanism by which altitude imposes this burden, however, remains to be identified.

The Hypothesis/Theory

Several biological theories may explain an altitude-suicide association. Dopamine and serotonin are
neurotransmitters associated with pleasure, reward, and mood. Mood disorders have been linked with
impaired neurotransmission of dopamine, serotonin, and norepinephrine [10]. Studies of hypobaric
hypoxia have shown that exposure can cause an increase in brain dopamine and tyrosine hydroxylase
[11] and a decrease in serotonin and tryptophan hydroxylase [12]. Decreased levels of serotonin and
increased levels of dopamine and norepinephrine associated with hypoxia at higher altitudes may lead
to increased irritability, depression, and suicide [13, 14].

Converging lines of evidence also indicate that mitochondrial dysfunction plays a role in the
pathophysiology of BD and may influence the severity of episodes [15—17]. Research utilizing a range
of methodologies has been used to characterize bipolar-related mitochondrial dysfunction [18-21].
Studies of patients with mitochondrial disease show that both adults [22, 23] and children [24, 25] have
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elevated rates of depressive symptoms. Results from magnetic resonance spectroscopy (MRS) in
individuals with BD have shown a decrease in the levels of intracellular pH and an increase in lactate,
consistent with impaired cell energy metabolism [20].

Metabolic stress due to hypoxia may have important considerations for individuals with BD. Hypoxia
due to reduced oxygen partial pressure at higher altitudes may further decrease mitochondrial function
in individuals with BD [26-27]. For these individuals, metabolic changes associated with hypoxia may
lead to depression, instability of mood, and increased risk of suicide [28]. Of note, those with BD are at
highest risk for suicide during depressive and mixed episodes [2].

Evaluation of the Hypothesis

Based on observations of mitochondrial dysfunction in individuals with BD, the current study set out to
examine the effects of altitude as a predictor of mental health diagnosis in suicide decedents in a
national data set. We hypothesized that individuals diagnosed with BD living at higher altitudes would
be at an increased risk for suicide when compared to individuals with other psychiatric disorders. This
may occur if individuals with BD experience more significant mood episodes due to increased relative
hypoxia at higher altitudes [29-31].

Empirical Data

This study utilized data extracted from the National Violent Death Reporting System (NVDRS), a
surveillance system designed by the Centers for Disease Control and Prevention (CDC) National Center
for Injury Prevention and Control (NCIPC) [32]. The system centrally aggregates information from the
16 states that collect violent death data and the contributions of the states’ partners, which include
agencies involved in law enforcement, vital records, medical examiners/coroners, and crime
laboratories. The NVDRS includes data collection from the following states: Maryland, Massachusetts,
New Jersey, Oregon, South Carolina, Virginia, Alaska, Colorado, Georgia, North Carolina, Oklahoma,
Rhode Island, Wisconsin, California, Kentucky, New Mexico, and Utah. Data was available from 16
states for the time interval 2005-2008.

The NVDRS defines suicide as “death resulting from the intentional use of force against oneself” [32].
For each incident, the NVDRS collects information from numerous data sources. The primary data
sources include death certificates, coroner/medical examiner records, toxicology reports, and police
records. Other data sources include crime lab data, hospital data, and Bureau of Alcohol, Tobacco,
Firearms, and Explosives (ATF) trace reports. The NVDRS collects demographic information, as well
as information on mental health history. Mental health diagnoses of each individual that had committed
suicide were noted, as assessed by a mental health practitioner. First and second mental health
diagnoses were available for suicide decedents with the following classifications: Major Depressive
Disorder (MDD), BD, schizophrenia, anxiety disorder, post-traumatic stress disorder, attention deficit
disorder, eating disorder, obsessive-compulsive disorder, other, unknown, and not applicable [32].

For the purposes of this study, individuals were assigned a single mental health diagnosis of MDD, BD,
schizophrenia, or anxiety disorder. In order to be assigned one of those mental health diagnoses,
individuals had to have first or second mental health diagnoses by the NVDRS that were consistent with
that classification. Due to the low frequency of individuals with mental health diagnoses of post-
traumatic stress disorder, attention deficit disorder, eating disorder, obsessive-compulsive disorder or
“other”, those individuals were excluded from the study.

Furthermore, a diagnosis of BD or schizophrenia was given precedence over a diagnosis of MDD, and a
diagnosis of BD was given precedence over MDD, regardless of whether it was the first or second
diagnosis. For example, if an individual had a first diagnosis of MDD and a second diagnosis of BD,
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they would be assigned a mental health diagnosis of BD. This coding decision results from the
Diagnostic and Statistical Manual of Mental Disorders, 4th Edition, Text Revision (DSM-IV-TR)
classifications of BD, MDD, and schizophrenia and the exclusionary criteria of each disorder [33].

According to the NVDRS, an individual classified with an “unknown” or “not applicable” mental health
diagnosis may have had current treatment from a mental health provider, could have been currently
depressed, or may have had current mental health problems according to others [32]. Sixty-four percent
of suicide decedents in the NVDRS from 2005-2008 were classified with “other” or “not applicable”
mental health diagnoses. Consequently, individuals classified as “unknown” may have actually had a
mental health disorder that went undiagnosed, or was not detected during NVDRS data collection
procedures. However, it is known that over 90% of suicides in all age groups in the U.S. and Europe are
associated with mental or addictive illness [34]. Therefore, to avoid potential confounds and preserve
face validity, individuals whose mental health diagnosis was coded in the database as “unknown” or
“not applicable” were excluded from the analyses.

A total of 35,725 individuals residing in 922 counties were reported to have committed suicide from
2005-2008. Thirty-six percent of all individuals that completed suicide were classified as having a
mental health diagnosis by the NVDRS. This left 12,861 individuals with a classification of a mental
health diagnosis by the NVDRS in 809 counties. Table 1 lists the demographics of individuals with
mental health diagnoses who committed suicide from 2005-2008.
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Table 1

Demographic characteristics of individuals with mental health diagnoses who committed suicide
from 2005-2008.

Frequency
Gender
Males 8,718
Females 4,143
Race
Caucasian 11,912
African American 603
American Indian 104
Asian/Pacific Islander 208
Unknown/Other 34
Ethnicity
Hispanic 442
Not Hispanic 12,393
Unknown 26
Age Groups
0—9 Years 1
10 — 19 Years 496
20— 29 Years 1,767
30 — 39 Years 2,156
40 — 49 Years 3,255
50 — 59 Years 2,829
60 — 69 Years 1,273
70 —79 Years 694
80 — 89 Years 355
90 — 99 Years 32
Mental Health Diagnoses
Major Depressive Disorder 9,713

Open in a separate window

Average altitude for counties represented in the study was calculated using the Shuttle Radar
Topography Mission (SRTM) altitude data [35]. Data used in the analysis are from a digital topographic
global scale of the Earth created in February of 2000. Mean altitudes of U.S. counties allowed accurate
calculations due to the 0.1 km spatial resolution of the SRTM dataset. The mean altitude of each county
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(n=922) in the United States was calculated using zonal statistics of ArcGIS/ArcInfo 9.3 environment
[35]. Digital altitude information for Alaska was not fully available in the STRM dataset, so county
information for only 15 states was included in the analyses. County outlines from the National Atlas of
the United States were used to obtain mean county altitudes in meters and the areas in square miles for
each included county were evaluated based on the SRTM altitude data [36]. This method was
previously used by Delmastro et al. [9] and Kim et al. [6] to calculate the altitudes for each U.S. county.

Data regarding the prevalence of household firearms were obtained from CDC’s Behavioral Risk Factor
Surveillance System (BRFSS) [37]. The BRFSS is the world’s largest, on-going telephone health survey
system, tracking health conditions and risk behaviors in the U.S. Data are collected monthly in all 50
states, the District of Columbia, Puerto Rico, the U.S. Virgin Islands, and Guam. Gun ownership data
was collected from 201,881 respondents. Gun ownership data was only available on a state level and
used for each county based on the state level.

Population density for each county was calculated based on county population from the CDC’s Wide-
ranging Online Data for Epidemiologic Research (WONDER) database [38]. County populations were
from 2000 census reports.

Statistical analyses

Due to the high number of counties at sea level, only counties above 308.4 meters (1,000 ft.) were
included in the analyses to account for this floor effect. This lower boundary was chosen based on
findings by Brenner et al. [7] that increased suicide rates begin to occur at altitudes in the range from
2,000-2,999 feet. This restriction left 12,385 observations in 806 counties for analysis.

We used a random coefficient (RC) regression model approach [also known as a multilevel linear
model) to account for the aggregation of some of the variables in the data [39]. This analysis was
implemented using the PROC MIXED procedure in SAS version 9.3 (SAS Institute Inc., Cary, NC,
USA) which was used to estimate the effect on mental health diagnosis of the individual-level variables
[gender, race, and ethnicity], and the aggregated variables (altitude, population density, and gun
ownership) by including a categorical clustering level variable. Once significance was established using
the PROC MIXED, we used least squares means to estimate mean altitude within mental health
diagnostic category, adjusted for the effects of other associated variables. The mental health diagnostic
variable included mental health diagnoses of BD, MDD, schizophrenia, and anxiety disorders. A second
variable was computed where MDD, schizophrenia, and anxiety disorders were grouped to allow for a
comparison of BD to the other diagnoses.

Results

Table 2 shows the F statistics and p-values for each predictor of mental health diagnosis in the RC
regression model, and the estimated least squares mean altitude at which suicides occurred for each
diagnosis. The effect of each variable is independent of the other effects in the model. The random
effects portion of the model suggested that diagnoses do differ by county (Z=1.75, p=0.04), though the
intraclass correlation (as measured by the variance due to clustering divided by the sum of the variance
due to clustering) was low (0.009). The fixed effects results indicate a significant effect of altitude
(»=0.032) and a marginal effect of gender (»p=0.07).
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Table 2

Results of Random Coefficient [RC] regression as implemented in SAS PROC MIXED.

Variable F p-value
Altitude 458 0.03
Gender 331 0.07
Race 041 0.80
Ethnicity 0.08 0.92

Population density 0.09  0.76
Gun ownership 0.37 0.54

Mental Health Diagnosis Least Squares Means of Altitude [Meters]

Bipolar Disorder 1205.01
Major Depressive Disorder 1115.70
Anxiety 1180.70
Schizophrenia 1057.30

Note: A random effect of county was included to account for the fact that individuals within the 806 included
counties share the same values on the group level variables [altitude, population density, gun ownership].

To explore these results further, we compared the overall fit of a model excluding altitude but with all
other predictors, to a model including altitude, again with all other predictors. Without altitude, the fit as
measured by the Akaike information criterion (AIC) [40], was 26,030.8. In this model, effects of gender
and race were both significant (p=0.031 and p<0.0001, respectively). Including altitude (Table 2
results), significance only remained with altitude as noted above (p=0.03), and the AIC was 8,891.4,
indicating the fit was significantly improved by inclusion of the altitude variable. Least squares means
(LS means) of altitude for each mental health diagnosis, independent of other variables, shows that
individuals diagnosed with BD committed suicide at the greatest mean altitude.

We used this same approach to test a more specific mental health diagnostic variable with individuals
diagnosed with BD in one group, and individuals diagnosed with MDD or anxiety or schizophrenia in
the in the other group. Table 3 presents the F statistics and p-values for each predictor in a RC model of
this variable. The random effects portion of the model was now non-significant (Z=1.24, p=0.11), and
the intraclass correlation was again low (0.005). These results suggest we could explore the data
without taking into account clustering. Table 3 therefore includes fixed effects results from PROC
MIXED, and also results from a logistic regression, not including the county variable. Regardless of the
method used, the altitude at which suicides occurred was again significant (F = 8.28, p=0.004 from
PROC MIXED, and Wald chi-square=21.67, p < 0.0001 from logistic regression). When looking at
nested mixed models with and without altitude, as above, we found that the AIC went from 9,384.3 to
3,333.4, again showing a significant improvement in fit of the model by including altitude. Least
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squares means of altitude for the two diagnostic groups shows the BD subjects at higher altitude.

Table 3

Results of Random Coefficient [RC]* and LogisticT regression with mental health recoded to
contrast bipolar disorder vs. other diagnoses.

RC Regression Model* Logistic Regression M()delT

Variable F  p-value Wald chi-square p-value
Altitude 8.28 0.004 21.67 <0.0001
Gender 18.57  <0.0001 53.73 <0.0001
Race 1.10 0.36 229 0.3
Ethnicity 2.31 0.10 1.47 0.23
Population density 5.56 0.02 .13 0.29

Gun ownership 7.08 0.008 420 0.04
Mental Health Diagnosis Least Squares Means of Altitude [Meters]
Bipolar Disorder 1204.83
Depression/Anxiety/Schizophrenia 1120.23

*Accounting for data clustering
"Not accounting for clustering

Consequences of the Hypothesis and Discussion

Among suicide decedents in the NVDRS, the altitude of residence is a significant predictor of
individuals’ mental health diagnosis. The hypothesis that altitude preferentially affects BD, compared
with other serious mental illnesses, was confirmed. Table 2 and Table 3 display the higher altitude of

residence for suicide decedents diagnosed with BD. These altitudes are in meters and show that
individuals with BD completed suicide at significantly greater altitudes than individuals with mental
health diagnoses of MDD, schizophrenia, or anxiety disorders.

One possible explanation for suicide in individuals with BD at higher county altitudes than other mental
health disorders is related to the effect of hypoxia exposure on individuals with BD. Individuals with
BD may be burdened with more symptoms living at higher altitudes due to mitochondrial dysfunction
[2, 25, 28] or BD treatments may be comparatively less effective as altitude increases. Other individuals
may be able to regulate mitochondrial functioning at higher altitudes more successfully; however, if
individuals with BD have difficulty then their risk for suicide may be increased [28].

An alternative explanation for these results may be related to the association between lithium, altitude,
and suicide rates. A recent study from 99 districts in Austria reported lower concentrations of lithium in
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ground and drinking water at higher altitudes, which increased suicide mortality [41]. The therapeutic
use of lithium is associated with lower rates of suicide; however the protective properties of lithium in
drinking water are inconclusive. Further research is necessary with an international sample on a using a
county level scale to better understand this relationship.

The altitude at which individuals with MDD complete suicide may not be as high as that of individuals
with BD due to effective treatment with Selective Serotonin Reuptake Inhibitors (SSRIs), which
increase levels of synaptic serotonin by inhibiting its reuptake into the pre-synaptic cell. It remains to be
determined whether our results indicate that hypobaric hypoxia preferentially affects BD and increases
the rate of completed suicide in that disease state, or if these findings are attributable to the diagnostic
overlap between BD and MDD.

An unexpected finding was that the suicides of persons with a primary diagnosis of anxiety disorder
occurred at an average altitude greater than that of suicides in MDD or schizophrenia. The results of
animal studies by Einat et al. [42] and others [43, 44] provide support for the involvement of
mitochondrial function in anxiety disorders. Very recent proteomic and metabolomic findings implicate
a previously unrecognized role for mitochondria in modulating anxiety-related behaviors [43].
Furthermore, animal and human studies have identified the mitochondrial benzodiazepine receptor as a
promising treatment target in anxiety disorders [44]. Taken together, data from this emerging area of
inquiry is consistent with the underlying hypothesis that disorders involving mitochondrial function
potentially have a more severe presentation, or may respond relatively poorly to treatment with
increasing altitude.

These results suggest individuals with BD living in or traveling to counties at higher altitudes are at
higher risk for suicide than individuals with MDD, schizophrenia, and anxiety disorders. The diagnostic
specificity of this altitude risk association, if replicated, has important implications for treatment
providers and individuals with BD living at higher altitudes. Studies designed to investigate the
mechanism of altitude’s effect on suicide for individuals with BD are necessary.

Strengths of this study include the use of NVDRS and GIS data to explore suicide rates for separate
mental health disorders at a county level. Unfortunately, the NVDRS data has several limitations. First,
only 15 of 50 states are represented in the study; however, many states in the intermountain west are
included and the data was analyzed on a county level. Accuracy and completeness of proxy-driven
information from the NVDRS may lead to misclassifications or underreporting. However, previous
studies using information obtained from the NVDRS has shown that it was valid, reliable, and sufficient
for analysis [45, 46]. The NVDRS dataset did not contain information about availability or access to
mental health care services. However, previous studies have shown no association between availability
of mental health providers, suicide rate, and altitude [4, 6]. These are all important variables to consider
for future research, especially in examining county altitude and its effect on individual mental health
disorders.

Conclusions

Suicide is unpredictable and often difficult to prevent; however, if risk factors are identified and
individuals are properly assessed, there is a higher likelihood of intervening before it is too late.
Individuals with BD have higher rates of suicide and higher rates of attempts than individuals without a
mental illness [2]. Identifying the risk factors associated with suicide such as altitude of residence may
lead to better suicide prevention efforts.

The present findings may be relevant for mental health providers, especially in light of the recent
increase in diagnoses of BD [47, 48]. If altitude is a suicide risk factor for individuals with BD, this
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would be an important consideration for providers in the areas of higher altitude [e.g., Colorado, Utah,
New Mexico]. Further research will be needed to confirm the present findings and with more locations
contributing to the NVDRS and continued data collection over time, the quality of this information will
improve. Focusing on the availability of mental health providers and accessibility to mental health care
will be particularly important for future research, as this aims at suicide prevention through informing
public health policies and mental health providers. Finally, it will be important for future research to
identify the mechanism by which altitude increases rates of suicide in BD.

Acknowledgments

This work was supported by the VISN 19 Mental Illness Research Education and Clinical Center
(MIRECC) and the Utah Science Technology and Research (USTAR) Initiative. The views in this paper
are those of the authors and do not necessarily represent the official policy or position of the
Department of Veterans Affairs or the United States Government. NVDRS data for this study were
made available through the Center for Disease Control and Prevention (CDC) National Center for
Injury Prevention and Control (NCIPC). Contributors to the data included participating state Violent
Death Reporting Systems; participating state agencies, including state health departments, vital
registrars’ offices, coroners’ and medical examiners’ offices, crime laboratories, and local and state law
enforcement agencies.

Footnotes
Conflict of Interest Statement
None

Publisher's Disclaimer: This is a PDF file of an unedited manuscript that has been accepted for publication. As
a service to our customers we are providing this early version of the manuscript. The manuscript will undergo
copyediting, typesetting, and review of the resulting proof before it is published in its final citable form. Please
note that during the production process errors may be discovered which could affect the content, and all legal
disclaimers that apply to the journal pertain.

References

1. Merikangas KR, Akiskal HS, Angst J, et al. Lifetime and 12-month prevalence of bipolar spectrum
disorder in the National Comorbidity Survey replication. Arch Gen Psychiatry. 2007;64:543-552.
[PMC free article] [PubMed] [Google Scholar]

2. Simon GE, Hunkeler E, Fireman B, Lee JY, Savarino J. Risk of suicide attempt and suicide death in
patients treated for bipolar disorder. Bipolar Disord. 2007;9:526-530. [PubMed] [Google Scholar]

3. American Psychiatric Association. Diagnostic and statistical manual of mental Disorders. 5.
Arlington, VA: American Psychiatric Association; 2013. (DSM-5) [Google Scholar]

4. Cheng D. Higher suicide death rate in Rocky Mountain States and a correlation to altitude.
Wilderness Environ Med. 2010;2:177-178. [PubMed] [Google Scholar]

5. Haws CA, Gray DB, Yurgelun-Todd DA, Moskos M, Meyer LJ, Renshaw PF. The possible effect of
altitude on regional variation in suicide rates. Med Hypotheses. 2009;73:587-590. [PubMed]
[Google Scholar]

6. Kim N, Mickelson JB, Brenner BE, Haws CA, Yurgelun-Todd DA, Renshaw PF. Altitude, gun
ownership, rural areas, and suicide. Am J Psychiatry. 2011;168:49-54. [PMC free article] [PubMed]
[Google Scholar]

10 of 13 5/18/21,10:43 AM



Altitude is a Risk Factor for Completed Suicide in Bipolar Disorder

11 of 13

7. Brenner B, Cheng D, Sunday C, Camargo CA. Positive association between altitude and suicide in
2584 U.S. Counties. High Alt Med Biol. 2010;12:1-5. [PMC free article] [PubMed] [Google Scholar]

8. Betz ME, Valley MA, Lowenstein SR, et al. Elevated suicide rates at high altitude:
Sociodemographic and health issues may be to blame. Suicide Life Threat Behav. 2011;41:562-573.
[PubMed] [Google Scholar]

9. Delmastro K, Hellem T, Namkug K, Kondo D, Sung YH, Renshaw P. Incidence of major depressive
episode correlates with altitude of substate region of residence. J Affect Disord. 2010;129:376-379.
[PMC free article] [PubMed] [Google Scholar]

10. Adolphe AB, Dorsey ER, Napoliello MJ. The neuropharmacology of depression. Dis Nerv Syst.
1977;38:841-846. [PubMed] [Google Scholar]

11. Ray K, Dutta A, Panjwani U, Thakur L, Anand JP, Kumar S. Hypobaric hypoxia modulates brain
biogenic amines and disturbs sleep architecture. Neurochem Int. 2011;58:112—118. [PubMed]
[Google Scholar]

12. Katz RJ. Role of serotonergic mechanisms in animal models of predation. Prog
Neuropsychopharmacol. 1980;4:219-231. [PubMed] [Google Scholar]

13. Trouvin JH, Prioux-Guyonneau M, Cohen Y, Jacquot C. Rat brain monoamine metabolism and
hypobaric hypoxia: a new approach. Gen Pharmacol. 1986;17:69—73. [PubMed] [Google Scholar]

14. Jou SH, Chiu NY, Liu CS. Mitochondrial dysfunction and psychiatric disorders. Chang Gung Med
J. 2009;32:370-9. [PubMed] [Google Scholar]

15. Scaglia F. The role of mitochondrial dysfunction in psychiatric disease. Dev Disabil Res Rev.
2010;16:136-143. [PubMed] [Google Scholar]

16. Quiroz JA, Gray NA, Kato T, Manji HK. Mitochondrially mediated plasticity in the
pathophysiology and treatment of bipolar disorder. Neuropsychopharmacology. 2008;33:2551-2565.
[PubMed] [Google Scholar]

17. Kato T. The role of mitochondrial dysfunction in bipolar disorder. Drug News Perspect.
2006;19:597-602. [PubMed] [Google Scholar]

18. Stork C, Renshaw PF. Mitochondrial dysfunction in bipolar disorder: Evidence from magnetic
resonance spectroscopy research. Mol Psychiatry. 2005;10:900-919. [PubMed] [Google Scholar]

19. Konradi C, Eaton M, MacDonald ML, Walsh J, Benes FM, Heckers S. Molecular evidence for
mitochondrial dysfunction in bipolar disorder. Arch Gen Psychiatry. 2004;61:300-308. [PubMed]
[Google Scholar]

20. Cataldo AM, McPhie DL, Lange NT, et al. Abnormalities in Mitochondrial Structure in Cells from
Patients with Bipolar Disorder. Am J Pathol. 2010;177:575-585. [PMC free article] [PubMed]
[Google Scholar]

21. Kato T. Mitochondrial dysfunction as the molecular basis of bipolar disorder: therapeutic
implications. CNS Drugs. 2007;21:1-11. [PubMed] [Google Scholar]

22. Fattal O, Budur K, Vaughan AJ, Franco K. Review of the literature on major mental disorders in
adult patients with mitochondrial diseases. Psychosomatics. 2006;47:1-7. [PubMed] [Google Scholar]

23. Fattal O, Link J, Quinn K, Cohen BH, Franco K. Psychiatric comorbidity in 36 adults with
mitochondrial cytopathies. CNS Spectr. 2007;12:429-438. [PubMed] [Google Scholar]

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3981603/

5/18/21,10:43 AM



Altitude is a Risk Factor for Completed Suicide in Bipolar Disorder

12 of 13

24. Morava E, Gardeitchik T, Kozicz T, et al. Depressive behaviour in children diagnosed with a
mitochondrial disorder. Mitochondrion. 2010;10:528-533. [PubMed] [Google Scholar]

25. Koene S, Kozicz TL, Rodenburg RJ, et al. Major depression in adolescent children consecutively
diagnosed with mitochondrial disorder. J Affect Disord. 2009;114:327-332. [PubMed] [Google Scholar]

26. MclIntyre RS, Muzina DJ, Kemp DE, et al. Bipolar disorder and suicide: research synthesis and
clinical translation. Curr Psychiatry Rep. 2008;10:66—72. [PubMed] [Google Scholar]

27. Rezin GT, Amboni G, Zugno Al, Quevedo J, Streck EL. Mitochondrial dysfunction and psychiatric
disorders. Neurochem Res. 2009;34:1021-1029. [PubMed] [Google Scholar]

28. Vaccari A, Brotman S, Cimino J, Timiras PS. Adaptive changes induced by high altitude in the
development of brain monoamine enzymes. Neurochem Res. 1978;3:295-311. [PubMed]
[Google Scholar]

29. Shukitt-Hale B, Banderet LE, Liebermann HR. Altitude-dependent symptom, mood, and
performance change by exposure to hypobaric hypoxia. Int J Aviat Psychol. 1998;8:319-334. [PubMed]
[Google Scholar]

30. Steckert AV, Valvassori SS, Moretti M, Dal-Pizzol F, Quevedo J. Role of oxidative stress in the
pathophysiology of bipolar disorder. Neurochem Res. 2010;35:1295—-1301. [PubMed] [Google Scholar]

31. Rao ML, Hawellek B, Papassotiropoulos A, Deister A, Frahnert C. Upregulation of the Platelet
Serotoniny o Receptor and Low Blood Serotonin in Suicidal Psychiatric Patients. Neuropsychobiology.
1998;38:84-89. [PubMed] [Google Scholar]

32. Centers for Disease Control and Prevention [CDC] National Violent Death Reporting System
[NVDRS] Restricted Access Dataset. U.S. Department of Health and Human Services, Centers for
Disease Control and Prevention; 2005-2008. [Google Scholar]

33. American Psychiatric Association. Diagnostic and Statistical Manual of Mental Disorders. 4.
Washington, DC: American Psychiatric Association; 2000. Revised: DSM-IV-TR. [Google Scholar]

34. Moscicki EK. Identification of suicide risk factors using epidemiologic studies. Psychiatr Clin
North Am. 1997;20:499-517. [PubMed] [Google Scholar]

35. National Geospatial-Intelligence Agency and National Aeronautics and Space Administration.
Shuttle Radar Topography Mission [STRM] Dataset. United States Geological Survey; Sioux Falls, SD:
2000. [Google Scholar]

36. National Atlas of the United States. County boundaries of the United States. Retrieved May 1, 2011,
http://nationalatlas.gov.

37. Centers for Disease Control and Prevention [CDC] Office of Surveillance, Epidemiology, and
Laboratory Services. Behavior Risk Surveillance System Survey Results for Nationwide Firearms.
2005-2008. [Google Scholar]

38. Centers for Disease Control and Prevention [CDC], National Center for Health Statistics. Wide-
ranging Online Data for Epidemiologic Research [WONDER] database. U.S Census Population
Estimates; 2000. [Google Scholar]

39. Bryk AS, Raudenbush SW. Hierarchical Linear Models: Applications and Data Analysis Methods.
Newbury Park, CA: SAGE Publications; 1992. [Google Scholar]

40. Akaike H. A new look at the statistical model identification. [EEE Trans Automat Contr.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3981603/

5/18/21,10:43 AM



Altitude is a Risk Factor for Completed Suicide in Bipolar Disorder https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3981603/

13 0f 13

1974;19:716-723. [Google Scholar]

41. Helbich M, Bluml V, Leitner M, Kapusta ND. Does altitude moderate the impact of lithium on
suicide? A spatial analysis of Austria. Geospatial Health. 2013;7:209-218. [PubMed] [Google Scholar]

42. Einat H, Yuan P, Manji HK. Increased anxiety-like behaviors and mitochondrial dysfunction in mice
with targeted mutation of the Bcl-2 gene: Further support for the involvement of mitochondrial function
in anxiety disorders. Behav Brain Res. 2005;165:172—180. [PubMed] [Google Scholar]

43. Filiou MD, Zhang Y, Teplytska L, et al. Proteomics and metabolomics analysis of a trait anxiety
mouse model reveals divergent mitochondrial pathways. Biol Psychiatry. 2011;70:1074—-1082.
[PubMed] [Google Scholar]

44, Rupprecht R, Rammes G, Eser D, et al. Translocator protein [18 kD] as target for anxiolytics
without benzodiazepine-like side effects. Science. 2009;5939:490-493. [PubMed] [Google Scholar]

45. Powell V, Barber CW, Hedegaard H, et al. Using NVDRS data for suicide prevention: promising
practices in seven states. Inj Prev. 2006;12:28-32. [PMC free article] [PubMed] [Google Scholar]

46. Butchart A. The National Violent Death Reporting System: A new gold standard for the surveillance
of violence related deaths? Inj Prev. 2006;12:63—64. [PMC free article] [PubMed] [Google Scholar]

47. Blader JC, Carlson GA. Increased rates of bipolar disorder diagnoses among U.S. child, adolescent,
and adult inpatients, 1996-2004. Biol Psychiatry. 2007;62:107—114. [PMC free article] [PubMed]
[Google Scholar]

48. Moreno C, Laje G, Blanco C, Jiang H, Schmidt AB, Olfson M. National trends in the outpatient
diagnosis and treatment of Bipolar Disorder in youth. Arch Gen Psychiatry. 2007;64:1032—-1039.
[PubMed] [Google Scholar]

5/18/21,10:43 AM



