
Review began 05/23/2022 
Review ended 07/23/2022 
Published 07/26/2022

© Copyright 2022
Saberian et al. This is an open access
article distributed under the terms of the
Creative Commons Attribution License CC-
BY 4.0., which permits unrestricted use,
distribution, and reproduction in any
medium, provided the original author and
source are credited.

Traumatic Brain Injury as a Potential Risk Factor
for Diabetes Mellitus in the Veteran Population
Sepehr Saberian  , Christian M. Mustroph  , Fahim Atif  , Don Stein  , Seema Yousuf 

1. Neurological Surgery, Morehouse School of Medicine, Atlanta, USA 2. Neurological Surgery, Emory University School
of Medicine, Atlanta, USA 3. Emergency Medicine, Brain Research Laboratory, Emory University School of Medicine,
Atlanta, USA

Corresponding author: Seema Yousuf, seema.yousuf@emory.edu

Abstract
This review examines various aspects of traumatic brain injury (TBI) and its potential role as a causative
agent for type 2 diabetes mellitus (T2DM) in the veteran population. The pituitary glands and the
hypothalamus, both housed in the intracranial space, are the most important structures for the homeostatic
regulation of almost every hormone in the human body. As such, TBI not only causes psychological and
cognitive impairments but can also disrupt the endocrine system. It is well established that in addition to
having a high prevalence of chronic traumatic encephalopathy (CTE), veterans have a very high risk of
developing various chronic medical conditions. Unfortunately, there are no measures or prophylactic agents
that can have a meaningful impact on this medically complex patient population. In this review, we explore
several important factors pertaining to both acute and chronic TBI that can provide additional insight into
why veterans tend to develop T2DM later in life. We focus on the unique combination of risk factors in this
population not typically found in civilians or other individuals with a non-military background. These
include post-traumatic stress disorder, CTE, and environmental factors relating to occupation and lifestyle.
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Introduction And Background
Traumatic brain injury (TBI) and its long-term sequelae have become a major area of interest in recent
years. Although seen mostly in elite athletes participating in contact sports and military personnel, TBI and
its effects in the latter group are of special interest [1]. Warfighters have a significantly higher risk of
experiencing TBI and its consequences, attributable to the nature of their work. The majority of TBI
diagnoses in this group are a result of blast injuries caused by explosive events. This type of injury can be
primary, secondary, tertiary, quaternary, or quinary, depending on the exact mechanism of the explosion,
which then can cause the acute and chronic signs and symptoms observed in the affected individual [2]. Not
surprisingly, one study reported the incidence of military TBI to be nearly double that of civilian TBI [3].
This is not, however, the only medical condition that is more prevalent in the military population.
Observational studies in US veterans have shown that obesity, coronary heart disease, stroke, cancer,
chronic obstructive pulmonary disease (COPD), arthritis, mental health disease, renal disease, and type 2
diabetes mellitus (T2DM) are diagnosed more frequently in this group [4]. Although the various etiologies of
these conditions have been studied in this population, there is a paucity of data on the mechanisms
underlying the relationship between TBI and T2DM in the veteran population.

Diabetes mellitus is a disease of the endocrine system leading to dysregulated glucose homeostasis. Type 1
diabetes mellitus (T1DM) is generally seen in younger individuals, whereas T2DM is seen in older individuals
[5]. The precise mechanism for the pathophysiology of the disease is explained in the following section. The
National Health and Nutrition Examination Survey (NHANES) reported the prevalence of T2DM in US
veterans to be 20.5% in 2013-2014, and the US Department of Veteran Affairs reports a 25% prevalence in
this population [6,7]. Interestingly, with a 10% prevalence of T2DM in the general population, the trend is
reminiscent of what is observed in the TBI statistics discussed previously [8]. Furthermore, a correlation
between elevated blood glucose levels (BGL) on hospital admission in the setting of TBI and mortality has
been reported in several studies [9-11]. This review aims to assess potential direct and indirect mechanisms
by which T2DM presents in US veterans who have suffered a brain injury during combat.

Review
Mechanisms and pathophysiology
Traumatic Brain Injury

Although TBI can be broadly categorized as either penetrating or non-penetrating brain injury, non-
penetrating injuries are the most common type observed in the civilian population [11]. The mechanism by
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which non-penetrating TBI occurs involves rapid acceleration or deceleration of the brain in the intracranial
space [12]. In the military population, however, the risk of penetrating brain injuries is far greater than in the
civilian population due to the high velocity of explosive materials [13]. In both penetrating and non-
penetrating TBI, the resulting trauma can be classified into primary and secondary injuries. Primary injury
results from a traumatic event that caused physical damage to the brain parenchyma. On the other hand,
secondary injury results from various cellular processes that lead to gradual and delayed neuronal damage
that can present months to years later in life [14,15]. In the period immediately following the injury,
shearing of neurons leads to destabilization of their cell membranes, causing altered membrane potentials,
neurotransmitter imbalances, increased glutamate release, as well as other cellular events that cause further
damage. Experimental studies have shown that the increase in extracellular potassium levels observed after
TBI is a reliable surrogate for measuring neuronal excitotoxicity [16]. Furthermore, the accumulation of
calcium ions (Ca+) intracellularly can also lead to further cellular injury by way of mitochondrial damage and
induction of oxidative stress [17]. In order to mitigate this overwhelming homeostatic disruption, a large
amount of ATP is needed; ATP provides the energy required for restoring levels of these various ions and
neurotransmitters [18]. In addition to causing cellular injury, the initial mechanical insult can also lead to
shearing of the cerebral vasculature. This can result in hemorrhage, edema, altered cerebral blood flow,
vasospasm, coagulopathy, and loss of blood-brain barrier (BBB) integrity [19]. Clinical outcomes of vascular
damage can be both mechanical and cellular. Mechanically, accumulation of extravascular blood and edema
can compress and injure the adjacent brain parenchyma. Disruption of the BBB can lead to extravasation of
various immune cells, including macrophages and lymphocytes, due to a lack of selective permeability.
These cells can then release several neurotoxic cytokines such as IL-1β, IL-6, TNF-α, MIP-α, MCP-1, and IL-
8, leading to chronic neuroinflammation via direct signaling or indirectly via either direct signaling or
indirectly via recruitment of other immune cells into the microenvironment [20,21].

Diabetes Mellitus

Glucose dysregulation is the hallmark of diabetes mellitus. Although two subtypes exist, both are
characterized by decreased insulin signaling, resulting in increased BGL. T1DM results from autoimmune-
mediated damage to pancreatic β-cells, which are responsible for insulin production and secretion [22].
Therefore, T1DM is a disease of insulin deficiency. In contrast, T2DM is a result of insulin resistance. The
pathogenesis of T2DM is associated with several risk factors, including elevated body mass index (BMI), lack
of physical exercise, tobacco use, high-glucose and high-fat diets, older age, genetic susceptibility, and
medication side effects [8,23]. The most common risk factor, however, is obesity and consumption of high-
glucose/high-fat diets [24]. This can lead to overstimulation of the pancreatic β-cells causing the constant
release of insulin and subsequent desensitization of insulin receptors. As such, although T2DM patients
have normal or elevated insulin levels, their BGL will remain elevated [25]. Over time, overstimulation of the
insulin-producing β-cells leads to gradual cellular death, which can further exacerbate the disease [26]. Our
review examines various mechanisms by which TBI may lead to hyperglycemia, and specifically T2DM, as
long-term sequelae of such injury.

Effects of TBI on the endocrine system
Located within the brain are two critical structures for the proper functioning of the endocrine system: the
hypothalamus and the pituitary gland. The hypothalamus is responsible for producing thyrotropin-releasing
hormone (TRH), gonadotropin-releasing hormone (GnRH), and growth hormone-releasing hormone
(GHRH), corticotropin-releasing hormone (CRH), somatostatin, and dopamine. Following their release into
the blood, these hormones reach the anterior pituitary via the hypophysial portal system [27]. Once these
hormones bind to their corresponding receptors in the anterior pituitary, they stimulate the production and
release of adrenocorticotrophic hormone (ACTH), thyroid-stimulating hormone (TSH), and growth hormone
(GH), follicle-stimulating hormone (FSH), and luteinizing hormone (LH) [28]. The only exception to this
paradigm is dopamine; at baseline, the constant release of dopamine from the hypothalamus exerts negative
regulatory pressure on the pituitary gland, thereby preventing the release of prolactin (PRL) from the
anterior pituitary [29]. Contrary to the anterior pituitary, the posterior pituitary does not receive stimulating
hormones from the hypothalamus via a portal system. Instead, cell bodies of neurons responsible for
producing its hormones, anti-diuretic hormone (ADH) and oxytocin, are located within the hypothalamus
with axons extending inferiorly and into the pituitary gland. When a stimulus for the release of these
hormones is received, stored vesicles at the terminus of the axons residing in the posterior pituitary fuse
with the cell membrane, allowing for these hormones to enter the systemic circulation [30]. All hormones
described in this section are paramount for the proper functioning of internal organs during development
and appropriate compensatory responses to external stimuli that might disrupt homeostasis.

Given that the pituitary gland and hypothalamus are located intracranially and in proximity to other regions
of brain parenchyma, it is not unreasonable to suggest that neurotrauma in the setting of TBI can lead to
drastic changes in the endocrine system. Damage to the pituitary can be a result of both physical impact and
venous infarction of the hypophyseal portal system [31]. The clinical symptoms observed can vary greatly
depending on the extent of the injury as well as the relative deficiencies of specific hormones. GH
deficiencies (GHD) tend to be the most common in moderate and severe TBI [32]. Damage to the posterior
pituitary can lead to deficiencies in ADH and oxytocin. Low ADH levels can cause diabetes insipidus (DI), a
condition in which the renal tubules are unable to reabsorb water. Symptoms of DI include hypernatremia,
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polyuria, compensatory polydipsia, and hypotonic urine [33]. In a 2012 report, it was shown that six of the 28
veterans studied for hormonal abnormalities following TBI were found to have oxytocin deficiency [34]. The
resulting symptoms can include difficulties with social interactions, social bonding, and reduced coping in
socially challenging situations [35]. These clinical outcomes resulting from hormonal imbalances can
present acutely in a patient experiencing an isolated TBI. In the pediatric population, this imbalance is
rarely permanent; in one study, all pituitary hormone levels were found to be normal when blood samples
were collected 6.5 ± 3.2 years following the injury [36]. In adults, however, these effects can be either
temporary or permanent [24,37].

In the setting of recurrent TBI, chronic traumatic encephalopathy (CTE) can ensue, and affected individuals
may have a higher rate of permanent endocrine dysfunction as compared to those patients with isolated TBI.
This can be reconciled by two potential explanations: first, repetitive injuries can hinder neurons and other
supporting cells from fully recovering. Over time, as these vital cells are not given ample time to adapt to the
injury before the next injurious episode, they can become permanently damaged with subsequent cell death.
Second, an autoimmune process for the hypopituitarism observed in CTE has been recently proposed. In one
study using a rat model, cortical impactions led to the detection of IgG antibodies against both the vascular
basal lamina and neuronal components, suggesting the release of hidden neuronal antigens into the
systemic circulation, with the body eventually mounting an immune response [38,39]. Interestingly, anti-
pituitary antibodies (APA) have also been found to be persistently present for a period of approximately
three years in patients who have experienced head trauma [40]. Given these two explanations for the
severity of disease in CTE vs TBI, the following section will discuss the implications of CTE as well as the
nuanced clinical outcomes observed in the veteran population specifically.

CTE and PTSD in the veteran population: disruption of the endocrine
system
In the veteran and military personnel population, CTE is of particular interest. These two groups are at
significantly higher risk for developing CTE, compared to the general population, as a result of repetitive and
high-impact TBI [41]. Although other individuals, such as professional athletes, have also been shown to be
at risk, they do not tend to present with the same medical problems observed in veterans later in life. This
may be due to a combination of the individual’s external environment and the extent of the endogenous
pathologies caused by CTE. For instance, in professional athletes, 6.5%-25.8% of those who have suffered
concussive injuries develop PTSD, whereas in the military population, 34% of individuals who have
experienced TBI develop PTSD [42]. Another major difference between the two populations is the nature of
their occupation after retirement. Professional athletes are far more likely to hold positions related to the
fitness industry than veterans. Additionally, one study reported that 91% of athletes continued practicing
physical activity after retirement [43]. On the other hand, retired military personnel are far more likely to
lead sedentary lifestyles, with approximately 56% of this population reporting regular physical activity after
leaving the military [44]. Although the exact reason for this observation is not clear, potential culprits may
include holding more sedentary civilian occupations with long working hours, lack of transportation to
fitness facilities, and suffering injuries during active duty that hinder physical exertion as civilians [45]. The
combination of these factors (more frequent TBI and CTE, environmental factors, occupational trends) can
exacerbate the endocrinological pathologies and clinical outcomes that veterans experience as compared to
other individuals with similar traumatic injuries.

PTSD, in addition to causing psychological symptomatology, has also been shown to affect cortisol and
catecholamine homeostasis [46]. A hallmark symptom of PTSD is the intense physical reaction and
hypervigilance in response to emotional triggers [47]. Although such triggers may not be accompanied by a
true physical threat, the emotional perception and physical response to such events are identical to what the
individual would experience in combat. As a result, activation of the sympathetic nervous system causes an
exaggerated response to otherwise harmless stimuli. As expected, this leads to the release of high amounts
of catecholamines, causing classic symptoms of tachycardia, hyperventilation, perspiration, and a subjective
feeling of fear [48,49]. Although one would expect cortisol levels to also be elevated in PTSD, its levels tend
to be paradoxically lower. This has been attributed to cortisol receptor hypersensitivity [47]. As such, a much
lower concentration of the hormone is required for the activation of the receptors. As previously discussed,
both catecholamines and cortisol have a strong hyperglycemic effect. Furthermore, the low amount of
physical activity observed in the veteran population is another risk factor for high BGL. The combination of
such factors leading to higher BGL increases the risk of developing T2DM as compared to individuals who
have normal BGL.

Hyperglycemia, diabetes mellitus, and TBI
Several studies have demonstrated the relationship between the severity of TBI and elevated BGL. It has
been shown that hyperglycemia in this setting is also associated with higher morbidity, mortality, and
longer ICU stays [9,10,50,51]. This section will discuss the major mechanisms by which hyperglycemia occurs
following TBI. The most common and well-studied mechanism is hyperglycemia secondary to the body’s
acute stress response (ASR). Following any physical injury to the body, a hormonal cascade is initiated to
allow for recovery and re-establishment of homeostasis [52]. As discussed in the previous section, injury to
the head region specifically can disrupt the hypothalamo-pituitary axis. This combination of the general
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stress response paired with disruption of the central endocrine modulators results in drastic imbalances in
several important hormones. Specifically, the exaggerated increase in catecholamines, cortisol, glucagon,
and growth hormone can affect BGL significantly [53-56]. These hormones are strongly related to and act in
concert with the sympathetic nervous system. As such, they stimulate glycogenolysis, promote a
hypermetabolic environment, increase glucagon secretion, decrease insulin levels, and increase overall
insulin resistance [57,58]. Not surprisingly, this constellation of events collectively leads to elevated BGL.
Furthermore, an isolated increase in cerebral glycolysis is observed after brain injury, signaling increased
cerebral glucose demand. Secondary to this relatively higher oxygen demand and insufficient oxygen supply,
cerebral acidosis also ensues due to lactate accumulation by way of anaerobic glycolysis [59]. The second
major mechanism promoting hyperglycemia involves various inflammatory processes. Following brain
injury, several cytokines, including TNF-α, IL-6, and CD11d, are released into circulation as part of the
systemic inflammatory response syndrome (SIRS) [60,61]. The downstream effects of these cytokines include
insulin resistance and elevated BGL. SIRS is also associated with elevated cortisol levels, which, combined
with the ASR, leads to even higher cortisol release and further propagation of the hyperglycemic state [62]. In
some cases, patients with undiagnosed pre-diabetes or sub-clinical hyperglycemia may develop frank T2DM
due to the exacerbation of their elevated BGL resulting from the mechanisms outlined earlier [63].
Interestingly, one retrospective study of TBI patients treated in the ICU showed that insulin-treated
individuals had better clinical outcomes in the first week of treatment when BGL was maintained in the 5
mmol/L-8 mmol/L range. Conversely, better outcomes were observed when BGL was maintained in the 3.5
mmol/L-6.5 mmol/L range [64]. Although the sample population in this study did not consist solely of
combat veterans, these results are still important as they suggest a potentially differential cerebral glucose
requirement after TBI as a function of time. In another study, the incidence of T2DM, among other chronic
conditions, was measured in two groups: veterans injured in combat and those deployed but not injured.
Individuals in the injured veteran group were wounded between 2002 and 2016. The authors found a
significant relationship between a higher T2DM diagnosis and having been injured in combat [65]. Of note,
although the study does not provide the mechanism of injury for the injured group, one can infer the rate of
TBI given that approximately 10%-25% of combat-related injuries are TBI given that the study population
was randomly selected [66]. Not surprisingly, a study by Barnes et al. found similar trends toward higher
rates of T2DM in the injured group; this study, however, only examined outcomes as a result of TBI suffered
during combat as opposed to any kind of combat-related injury as was the case in the previous study [67].
Although these studies were conducted with sufficient statistical power, it is important to recognize the
overall lack of literature on the correlation between T2DM and TBI in the military population. Our review
has examined the interplay between risk factors associated with TBI in this complex patient population that
can lead to T2DM following brain injury. 

In summary, not only is hyperglycemia to be expected after brain injury, but it can also lead to unfavorable
outcomes in the affected patient population. Figure 1 summarizes the findings from our review, as stratified
by T2DM risk factors for military personnel during active duty and retirement.

FIGURE 1: Risk factors for type 2 diabetes mellitus in veterans and
military personnel
PTSD, post-traumatic stress disorder; TBI, traumatic brain injury; CTE, chronic traumatic encephalopathy; ASR,
acute stress response; SIRS, systemic inflammatory response syndrome

Conclusions
In considering our discussion of the unique combination of risk factors in the veteran population thus far,
increased BGL appears to be a common sequala. These risk factors include CTE/TBI, PTSD, and
environmental effects such as lifestyle. In the setting of TBI and CTE, the two mechanisms causing
hyperglycemia can be classified as mechanical and biochemical. Mechanically, physical damage to the
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hypothalamus and pituitary glands causes disruptions in the levels of important hormones such as
catecholamines, cortisol, GH, and TSH. A common role of these hormones is glucose homeostasis, and as
such, deviations from homeostatic levels can lead to a hyperglycemic state. Biochemically, the acute and
chronic neuroinflammation and the associated inflammatory cytokines can increase insulin resistance,
leading to hyperglycemia. In the setting of PTSD, a condition associated with TBI, the overactivity of the
sympathetic nervous system leads to consistently high levels of cortisol and catecholamines, which further
propagate the hyperglycemic state. Lastly, the trend toward more sedentary lifestyles in the veteran
population is another risk factor for developing hyperglycemia. Taken together, it is feasible to postulate
that the combination of these risk factors may play a crucial role in the high rate of T2DM observed in the
veteran population as hyperglycemia is a known risk factor for developing diabetes.

Given this complex set of pathologies that accompany brain trauma in the veteran population, a pressing
need exists to intensify translational research efforts to mitigate such negative clinical outcomes. These
efforts will require both improving animal models of TBI and CTE as well as performing rigorous multicenter
preclinical trials. Well-designed clinical trials with relevant clinical characteristics focusing on brain injury,
specifically in veterans, are imperative, as this population has a unique physiologic reserve profile that may
not be observed in other populations. Further studies on the mechanisms underlying the link between TBI
and accelerated T2DM in veterans may lead to improved prophylactic measures with the goal of preventing
diabetic sequelae in younger veterans affected by TBI. Thus, many important unresolved questions remain,
and we are optimistic that the combined insights from animal models and clinical trials will ultimately
provide the knowledge required to create customized multimodal therapies and minimize the burden of
disability from TBI in veterans and military personnel.

Additional Information
Disclosures
Conflicts of interest: In compliance with the ICMJE uniform disclosure form, all authors declare the
following: Payment/services info: All authors have declared that no financial support was received from
any organization for the submitted work. Financial relationships: All authors have declared that they have
no financial relationships at present or within the previous three years with any organizations that might
have an interest in the submitted work. Other relationships: All authors have declared that there are no
other relationships or activities that could appear to have influenced the submitted work.

References
1. Georges A, Das JM: Traumatic brain injury. StatPearls Publishing, Treasure Island, FL; 2022.
2. Butler D, Buono J, Erdtmann F, Reid P, Jaffee M: Traumatic brain injury and the military health system .

National Academies Press, Washington, DC; 2009. https://www.ncbi.nlm.nih.gov/books/NBK214914/.
3. Kong LZ, Zhang RL, Hu SH, Lai JB: Military traumatic brain injury: a challenge straddling neurology and

psychiatry. Mil Med Res. 2022, 9:2. 10.1186/s40779-021-00363-y
4. Betancourt JA, Granados PS, Pacheco GJ, et al.: Exploring health outcomes for U.S. veterans compared to

non-veterans from 2003 to 2019. Healthcare (Basel). 2021, 9:604. 10.3390/healthcare9050604
5. Ang GY: Age of onset of diabetes and all-cause mortality . World J Diabetes. 2020, 11:95-9.

10.4239/wjd.v11.i4.95
6. Liu Y, Sayam S, Shao X, Wang K, Zheng S, Li Y, Wang L: Prevalence of and trends in diabetes among

veterans, United States, 2005-2014. Prev Chronic Dis. 2017, 14:E135. 10.5888/pcd14.170230
7. Diabetes. (2021). Accessed: May 2, 2022: https://www.research.va.gov/topics/diabetes.cfm.
8. Type 2 diabetes. (2022). Accessed: May 2, 2022: https://www.cdc.gov/diabetes/basics/type2.html.
9. Kafaki SB, Alaedini K, Qorbani A, Asadian L, Haddadi K: Hyperglycemia: a predictor of death in severe head

injury patients. Clin Med Insights Endocrinol Diabetes. 2016, 9:43-6. 10.4137/CMED.S40330
10. Salim A, Hadjizacharia P, Dubose J, Brown C, Inaba K, Chan LS, Margulies D: Persistent hyperglycemia in

severe traumatic brain injury: an independent predictor of outcome. Am Surg. 2009, 75:25-9.
11. Santiago LA, Oh BC, Dash PK, Holcomb JB, Wade CE: A clinical comparison of penetrating and blunt

traumatic brain injuries. Brain Inj. 2012, 26:107-25. 10.3109/02699052.2011.635363
12. Faul M, Coronado V: Epidemiology of traumatic brain injury . Handb Clin Neurol. 2015, 127:3-13.

10.1016/B978-0-444-52892-6.00001-5
13. Cernak I, Noble-Haeusslein LJ: Traumatic brain injury: an overview of pathobiology with emphasis on

military populations. J Cereb Blood Flow Metab. 2010, 30:255-66. 10.1038/jcbfm.2009.203
14. Ng SY, Lee AY: Traumatic brain injuries: pathophysiology and potential therapeutic targets . Front Cell

Neurosci. 2019, 13:528. 10.3389/fncel.2019.00528
15. Galgano M, Toshkezi G, Qiu X, Russell T, Chin L, Zhao LR: Traumatic brain injury: current treatment

strategies and future endeavors. Cell Transplant. 2017, 26:1118-30. 10.1177/0963689717714102
16. Katayama Y, Becker DP, Tamura T, Hovda DA: Massive increases in extracellular potassium and the

indiscriminate release of glutamate following concussive brain injury. J Neurosurg. 1990, 73:889-900.
10.3171/jns.1990.73.6.0889

17. Xiong Y, Gu Q, Peterson PL, Muizelaar JP, Lee CP: Mitochondrial dysfunction and calcium perturbation
induced by traumatic brain injury. J Neurotrauma. 1997, 14:23-34. 10.1089/neu.1997.14.23

18. Roh E, Song DK, Kim MS: Emerging role of the brain in the homeostatic regulation of energy and glucose
metabolism. Exp Mol Med. 2016, 48:e216. 10.1038/emm.2016.4

19. Salehi A, Zhang JH, Obenaus A: Response of the cerebral vasculature following traumatic brain injury . J
Cereb Blood Flow Metab. 2017, 37:2320-39. 10.1177/0271678X17701460

2022 Saberian et al. Cureus 14(7): e27296. DOI 10.7759/cureus.27296 5 of 7

http://www.ncbi.nlm.nih.gov/books/NBK459300/
https://www.ncbi.nlm.nih.gov/books/NBK214914/
https://www.ncbi.nlm.nih.gov/books/NBK214914/
https://dx.doi.org/10.1186/s40779-021-00363-y
https://dx.doi.org/10.1186/s40779-021-00363-y
https://dx.doi.org/10.3390/healthcare9050604
https://dx.doi.org/10.3390/healthcare9050604
https://dx.doi.org/10.4239/wjd.v11.i4.95
https://dx.doi.org/10.4239/wjd.v11.i4.95
https://dx.doi.org/10.5888/pcd14.170230
https://dx.doi.org/10.5888/pcd14.170230
https://www.research.va.gov/topics/diabetes.cfm
https://www.research.va.gov/topics/diabetes.cfm
https://www.cdc.gov/diabetes/basics/type2.html
https://www.cdc.gov/diabetes/basics/type2.html
https://dx.doi.org/10.4137/CMED.S40330
https://dx.doi.org/10.4137/CMED.S40330
https://pubmed.ncbi.nlm.nih.gov/19213392/
https://dx.doi.org/10.3109/02699052.2011.635363
https://dx.doi.org/10.3109/02699052.2011.635363
https://dx.doi.org/10.1016/B978-0-444-52892-6.00001-5
https://dx.doi.org/10.1016/B978-0-444-52892-6.00001-5
https://dx.doi.org/10.1038/jcbfm.2009.203
https://dx.doi.org/10.1038/jcbfm.2009.203
https://dx.doi.org/10.3389/fncel.2019.00528
https://dx.doi.org/10.3389/fncel.2019.00528
https://dx.doi.org/10.1177/0963689717714102
https://dx.doi.org/10.1177/0963689717714102
https://dx.doi.org/10.3171/jns.1990.73.6.0889
https://dx.doi.org/10.3171/jns.1990.73.6.0889
https://dx.doi.org/10.1089/neu.1997.14.23
https://dx.doi.org/10.1089/neu.1997.14.23
https://dx.doi.org/10.1038/emm.2016.4
https://dx.doi.org/10.1038/emm.2016.4
https://dx.doi.org/10.1177/0271678X17701460
https://dx.doi.org/10.1177/0271678X17701460


20. Morganti-Kossmann MC, Rancan M, Stahel PF, Kossmann T: Inflammatory response in acute traumatic brain
injury: a double-edged sword. Curr Opin Crit Care. 2002, 8:101-5. 10.1097/00075198-200204000-00002

21. Kossmann T, Stahel PF, Lenzlinger PM, et al.: Interleukin-8 released into the cerebrospinal fluid after brain
injury is associated with blood-brain barrier dysfunction and nerve growth factor production. J Cereb Blood
Flow Metab. 1997, 17:280-9. 10.1097/00004647-199703000-00005

22. Lucier J, Weinstock RS: Diabetes mellitus type 1 . StatPearls Publishing, Treasure Island, FL; 2022.
23. Type 2 diabetes: overview. (2020). Accessed: May 2, 2022:

https://www.ncbi.nlm.nih.gov/books/NBK279509/.
24. Wu Y, Ding Y, Tanaka Y, Zhang W: Risk factors contributing to type 2 diabetes and recent advances in the

treatment and prevention. Int J Med Sci. 2014, 11:1185-200. 10.7150/ijms.10001
25. Freeman AM, Pennings N: Insulin Resistance. StatPearls Publishing, Treasure Island, FL; 2022.
26. Donath MY, Ehses JA, Maedler K, Schumann DM, Ellingsgaard H, Eppler E, Reinecke M: Mechanisms of

beta-cell death in type 2 diabetes. Diabetes. 2005, 54 Suppl 2:S108-13. 10.2337/diabetes.54.suppl_2.s108
27. Shahid Z, Asuka E, Singh G: Physiology, hypothalamus. StatPearls Publishing, Treasure Island, FL; 2022.
28. Rawindraraj AD, Basit H, Jialal I: Physiology, anterior pituitary. StatPearls Publishing, Treasure Island, FL;

2022.
29. Fitzgerald P, Dinan TG: Prolactin and dopamine: what is the connection? A review article . J

Psychopharmacol. 2008, 22:12-9. 10.1177/0269216307087148
30. Patel H, Jessu R, Tiwari V: Physiology, posterior pituitary. StatPearls Publishing, Treasure Island, FL; 2022.
31. Gray S, Bilski T, Dieudonne B, Saeed S: Hypopituitarism after traumatic brain injury . Cureus. 2019,

11:e4163. 10.7759/cureus.4163
32. Fernandez-Rodriguez E, Bernabeu I, Castro AI, Kelestimur F, Casanueva FF: Hypopituitarism following

traumatic brain injury: determining factors for diagnosis. Front Endocrinol (Lausanne). 2011, 2:25.
10.3389/fendo.2011.00025

33. Capatina C, Paluzzi A, Mitchell R, Karavitaki N: Diabetes insipidus after traumatic brain injury . J Clin Med.
2015, 4:1448-62. 10.3390/jcm4071448

34. Wilkinson CW, Pagulayan KF, Petrie EC, et al.: High prevalence of chronic pituitary and target-organ
hormone abnormalities after blast-related mild traumatic brain injury. Front Neurol. 2012, 3:11.
10.3389/fneur.2012.00011

35. Heinrichs M, von Dawans B, Domes G: Oxytocin, vasopressin, and human social behavior . Front
Neuroendocrinol. 2009, 30:548-57. 10.1016/j.yfrne.2009.05.005

36. Heather NL, Jefferies C, Hofman PL, et al.: Permanent hypopituitarism is rare after structural traumatic
brain injury in early childhood. J Clin Endocrinol Metab. 2012, 97:599-604. 10.1210/jc.2011-2284

37. Mele C, Pingue V, Caputo M, et al.: Neuroinflammation and hypothalamo-pituitary dysfunction: focus of
traumatic brain injury. Int J Mol Sci. 2021, 22:2686. 10.3390/ijms22052686

38. Rudehill S, Muhallab S, Wennersten A, et al.: Autoreactive antibodies against neurons and basal lamina
found in serum following experimental brain contusion in rats. Acta Neurochir (Wien). 2006, 148:199-205;
discussion 205. 10.1007/s00701-005-0673-5

39. Papa L, Lewis LM, Falk JL, et al.: Elevated levels of serum glial fibrillary acidic protein breakdown products
in mild and moderate traumatic brain injury are associated with intracranial lesions and neurosurgical
intervention. Ann Emerg Med. 2012, 59:471-83. 10.1016/j.annemergmed.2011.08.021

40. Tanriverdi F, De Bellis A, Bizzarro A, et al.: Antipituitary antibodies after traumatic brain injury: is head
trauma-induced pituitary dysfunction associated with autoimmunity?. Eur J Endocrinol. 2008, 159:7-13.
10.1530/EJE-08-0050

41. Fesharaki-Zadeh A: Chronic traumatic encephalopathy: a brief overview . Front Neurol. 2019, 10:713.
10.3389/fneur.2019.00713

42. Brassil HE, Salvatore AP: The frequency of post-traumatic stress disorder symptoms in athletes with and
without sports related concussion. Clin Transl Med. 2018, 7:25. 10.1186/s40169-018-0200-y

43. de Subijana CL, Galatti L, Moreno R, Chamorro JL: Analysis of the athletic career and retirement depending
on the type of sport: a comparison between individual and team sports. Int J Environ Res Public Health.
2020, 17:9265. 10.3390/ijerph17249265

44. Marciniak D, Alexander NB, Hoffman GJ: Physical activity and falls among a national cohort of older
veterans. J Appl Gerontol. 2021, 40:310-9. 10.1177/0733464820915807

45. Williamson V, Harwood H, Greenberg K, Stevelink SA, Greenberg N: Impact of military service on physical
health later in life: a qualitative study of geriatric UK veterans and non-veterans. BMJ Open. 2019,
9:e028189. 10.1136/bmjopen-2018-028189

46. Pan X, Kaminga AC, Wen SW, Liu A: Catecholamines in post-traumatic stress disorder: a systematic review
and meta-analysis. Front Mol Neurosci. 2018, 11:450. 10.3389/fnmol.2018.00450

47. Young EA, Breslau N: Cortisol and catecholamines in posttraumatic stress disorder: an epidemiologic
community study. Arch Gen Psychiatry. 2004, 61:394-401. 10.1001/archpsyc.61.4.394

48. LeBouef T, Yaker Z, Whited L: Physiology, autonomic nervous system. StatPearls Publishing, Treasure
Island, FL; 2022.

49. Hoehn-Saric R, McLeod DR: The peripheral sympathetic nervous system. Its role in normal and pathologic
anxiety. Psychiatr Clin North Am. 1988, 11:375-86.

50. Shi J, Dong B, Mao Y, Guan W, Cao J, Zhu R, Wang S: Review: traumatic brain injury and hyperglycemia, a
potentially modifiable risk factor. Oncotarget. 2016, 7:71052-61. 10.18632/oncotarget.11958

51. Bochicchio GV, Sung J, Joshi M, Bochicchio K, Johnson SB, Meyer W, Scalea TM: Persistent hyperglycemia is
predictive of outcome in critically ill trauma patients. J Trauma. 2005, 58:921-4.
10.1097/01.ta.0000162141.26392.07

52. Eakins J: Blood glucose control in the trauma patient. J Diabetes Sci Technol. 2009, 3:1373-6.
10.1177/193229680900300617

53. Barth E, Albuszies G, Baumgart K, et al.: Glucose metabolism and catecholamines . Crit Care Med. 2007,
35:S508-18. 10.1097/01.CCM.0000278047.06965.20

54. Thau L, Gandhi J, Sharma S: Physiology, Cortisol. StatPearls Publishing, Treasure Island, FL; 2022.

2022 Saberian et al. Cureus 14(7): e27296. DOI 10.7759/cureus.27296 6 of 7

https://dx.doi.org/10.1097/00075198-200204000-00002
https://dx.doi.org/10.1097/00075198-200204000-00002
https://dx.doi.org/10.1097/00004647-199703000-00005
https://dx.doi.org/10.1097/00004647-199703000-00005
http://www.ncbi.nlm.nih.gov/books/NBK507713/
https://www.ncbi.nlm.nih.gov/books/NBK279509/
https://www.ncbi.nlm.nih.gov/books/NBK279509/
https://dx.doi.org/10.7150/ijms.10001
https://dx.doi.org/10.7150/ijms.10001
https://pubmed.ncbi.nlm.nih.gov/29939616/
https://dx.doi.org/10.2337/diabetes.54.suppl_2.s108
https://dx.doi.org/10.2337/diabetes.54.suppl_2.s108
http://www.ncbi.nlm.nih.gov/books/NBK535380/
http://www.ncbi.nlm.nih.gov/books/NBK499898/
https://dx.doi.org/10.1177/0269216307087148
https://dx.doi.org/10.1177/0269216307087148
http://www.ncbi.nlm.nih.gov/books/NBK526130/
https://dx.doi.org/10.7759/cureus.4163
https://dx.doi.org/10.7759/cureus.4163
https://dx.doi.org/10.3389/fendo.2011.00025
https://dx.doi.org/10.3389/fendo.2011.00025
https://dx.doi.org/10.3390/jcm4071448
https://dx.doi.org/10.3390/jcm4071448
https://dx.doi.org/10.3389/fneur.2012.00011
https://dx.doi.org/10.3389/fneur.2012.00011
https://dx.doi.org/10.1016/j.yfrne.2009.05.005
https://dx.doi.org/10.1016/j.yfrne.2009.05.005
https://dx.doi.org/10.1210/jc.2011-2284
https://dx.doi.org/10.1210/jc.2011-2284
https://dx.doi.org/10.3390/ijms22052686
https://dx.doi.org/10.3390/ijms22052686
https://dx.doi.org/10.1007/s00701-005-0673-5
https://dx.doi.org/10.1007/s00701-005-0673-5
https://dx.doi.org/10.1016/j.annemergmed.2011.08.021
https://dx.doi.org/10.1016/j.annemergmed.2011.08.021
https://dx.doi.org/10.1530/EJE-08-0050
https://dx.doi.org/10.1530/EJE-08-0050
https://dx.doi.org/10.3389/fneur.2019.00713
https://dx.doi.org/10.3389/fneur.2019.00713
https://dx.doi.org/10.1186/s40169-018-0200-y
https://dx.doi.org/10.1186/s40169-018-0200-y
https://dx.doi.org/10.3390/ijerph17249265
https://dx.doi.org/10.3390/ijerph17249265
https://dx.doi.org/10.1177/0733464820915807
https://dx.doi.org/10.1177/0733464820915807
https://dx.doi.org/10.1136/bmjopen-2018-028189
https://dx.doi.org/10.1136/bmjopen-2018-028189
https://dx.doi.org/10.3389/fnmol.2018.00450
https://dx.doi.org/10.3389/fnmol.2018.00450
https://dx.doi.org/10.1001/archpsyc.61.4.394
https://dx.doi.org/10.1001/archpsyc.61.4.394
http://www.ncbi.nlm.nih.gov/books/NBK538516/
https://pubmed.ncbi.nlm.nih.gov/3047706/
https://dx.doi.org/10.18632/oncotarget.11958
https://dx.doi.org/10.18632/oncotarget.11958
https://dx.doi.org/10.1097/01.ta.0000162141.26392.07
https://dx.doi.org/10.1097/01.ta.0000162141.26392.07
https://dx.doi.org/10.1177/193229680900300617
https://dx.doi.org/10.1177/193229680900300617
https://dx.doi.org/10.1097/01.CCM.0000278047.06965.20
https://dx.doi.org/10.1097/01.CCM.0000278047.06965.20
http://www.ncbi.nlm.nih.gov/books/NBK538239/


55. Rix I, Nexøe-Larsen C, Bergmann NC, Lund A, Knop FK: Glucagon physiology. MDText.com, Inc, South
Dartmouth; 2000. http://www.ncbi.nlm.nih.gov/books/NBK279127/.

56. Kim SH, Park MJ: Effects of growth hormone on glucose metabolism and insulin resistance in human . Ann
Pediatr Endocrinol Metab. 2017, 22:145-52. 10.6065/apem.2017.22.3.145

57. Bosarge PL, Shoultz TH, Griffin RL, Kerby JD: Stress-induced hyperglycemia is associated with higher
mortality in severe traumatic brain injury. J Trauma Acute Care Surg. 2015, 79:289-94.
10.1097/TA.0000000000000716

58. Marik PE, Bellomo R: Stress hyperglycemia: an essential survival response!. Crit Care. 2013, 17:305.
10.1186/cc12514

59. Andersen BJ, Marmarou A: Post-traumatic selective stimulation of glycolysis . Brain Res. 1992, 585:184-9.
10.1016/0006-8993(92)91205-s

60. Chakraborty RK, Burns B: Systemic inflammatory response syndrome . StatPearls Publishing, Treasure
Island, FL; 2022.

61. Jaffer U, Wade RG, Gourlay T: Cytokines in the systemic inflammatory response syndrome: a review . HSR
Proc Intensive Care Cardiovasc Anesth. 2010, 2:161-75.

62. Balk RA: Systemic inflammatory response syndrome (SIRS): where did it come from and is it still relevant
today?. Virulence. 2014, 5:20-6. 10.4161/viru.27135

63. Kerby JD, Griffin RL, MacLennan P, Rue LW 3rd: Stress-induced hyperglycemia, not diabetic hyperglycemia,
is associated with higher mortality in trauma. Ann Surg. 2012, 256:446-52. 10.1097/SLA.0b013e3182654549

64. Meier R, Béchir M, Ludwig S, et al.: Differential temporal profile of lowered blood glucose levels (3.5 to 6.5
mmol/l versus 5 to 8 mmol/l) in patients with severe traumatic brain injury. Crit Care. 2008, 12:R98.
10.1186/cc6974

65. Stewart IJ, Poltavskiy E, Howard JT, et al.: The enduring health consequences of combat trauma: a legacy of
chronic disease. J Gen Intern Med. 2021, 36:713-21. 10.1007/s11606-020-06195-1

66. Lindquist LK, Love HC, Elbogen EB: Traumatic brain injury in Iraq and Afghanistan veterans: new results
from a national random sample study. J Neuropsychiatry Clin Neurosci. 2017, 29:254-9.
10.1176/appi.neuropsych.16050100

67. Barnes DE, Kaup A, Kirby KA, Byers AL, Diaz-Arrastia R, Yaffe K: Traumatic brain injury and risk of dementia
in older veterans. Neurology. 2014, 83:312-9. 10.1212/WNL.0000000000000616

2022 Saberian et al. Cureus 14(7): e27296. DOI 10.7759/cureus.27296 7 of 7

http://www.ncbi.nlm.nih.gov/books/NBK279127/
http://www.ncbi.nlm.nih.gov/books/NBK279127/
https://dx.doi.org/10.6065/apem.2017.22.3.145
https://dx.doi.org/10.6065/apem.2017.22.3.145
https://dx.doi.org/10.1097/TA.0000000000000716
https://dx.doi.org/10.1097/TA.0000000000000716
https://dx.doi.org/10.1186/cc12514
https://dx.doi.org/10.1186/cc12514
https://dx.doi.org/10.1016/0006-8993(92)91205-s
https://dx.doi.org/10.1016/0006-8993(92)91205-s
http://www.ncbi.nlm.nih.gov/books/NBK547669/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3484588/
https://dx.doi.org/10.4161/viru.27135
https://dx.doi.org/10.4161/viru.27135
https://dx.doi.org/10.1097/SLA.0b013e3182654549
https://dx.doi.org/10.1097/SLA.0b013e3182654549
https://dx.doi.org/10.1186/cc6974
https://dx.doi.org/10.1186/cc6974
https://dx.doi.org/10.1007/s11606-020-06195-1
https://dx.doi.org/10.1007/s11606-020-06195-1
https://dx.doi.org/10.1176/appi.neuropsych.16050100
https://dx.doi.org/10.1176/appi.neuropsych.16050100
https://dx.doi.org/10.1212/WNL.0000000000000616
https://dx.doi.org/10.1212/WNL.0000000000000616

	Traumatic Brain Injury as a Potential Risk Factor for Diabetes Mellitus in the Veteran Population
	Abstract
	Introduction And Background
	Review
	Mechanisms and pathophysiology
	Effects of TBI on the endocrine system
	CTE and PTSD in the veteran population: disruption of the endocrine system
	Hyperglycemia, diabetes mellitus, and TBI
	FIGURE 1: Risk factors for type 2 diabetes mellitus in veterans and military personnel


	Conclusions
	Additional Information
	Disclosures

	References


