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Abstract
Traumatic brain injury (TBI) can damage the hypothalamus and cause improper activation of the growth hormone 
(GH) axis, leading to growth hormone deficiency (GHD). GHD is one of the most prevalent endocrinopathies following 
TBI in adults; however, the extent to which GHD affects juveniles remains understudied. We used postnatal day 17 
rats (n = 83), which model the late infantile/toddler period, and assessed body weights, GH levels, and number of 
hypothalamic somatostatin neurons at acute (1, 7 days post injury (DPI)) and chronic (18, 25, 43 DPI) time points. We 
hypothesized that diffuse TBI would alter circulating GH levels because of damage to the hypothalamus, specifically 
somatostatin neurons. Data were analyzed with generalized linear and mixed effects models with fixed effects 
interactions between the injury and time. Despite similar growth rates over time with age, TBI rats weighed less 
than shams at 18 DPI (postnatal day 35; P = 0.03, standardized effect size [d] = 1.24), which is around the onset of 
puberty. Compared to shams, GH levels were lower in the TBI group during the acute period (P = 0.196; d = 12.3) 
but higher in the TBI group during the chronic period (P = 0.10; d = 52.1). Although not statistically significant, TBI-
induced differences in GH had large standardized effect sizes, indicating biological significance. The mean number of 
hypothalamic somatostatin neurons (an inhibitor of GH) positively predicted GH levels in the hypothalamus but did 
not predict GH levels in the somatosensory cortex. Understanding TBI-induced alterations in the GH axis may identify 
therapeutic targets to improve the quality of life of pediatric survivors of TBI.
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Introduction
Annually, approximately 70 million people worldwide 
suffer from a traumatic brain injury (TBI) (Dewan et al. 
2018), with 1.5 million of these individuals residing in 
the USA. Among the 1.5 million, around 50,000–60,000 
are children (< 18 years) who require hospitalization, 
of which nearly 3000 do not survive (Peterson et al. 

2021). TBI is a leading cause of mortality and morbidity 
in children (Faul et al. 2010, Dewan et al. 2016), and the 
effects of a TBI during childhood can produce lifelong 
consequences (Keenan & Bratton 2006). Individuals 
who experience a TBI during childhood are at increased 
risk for neurological and psychological disorders 

1260

23-0157

230157

Received 17 May 2023
Accepted 18 October 2023

Available online 18 October 2023
Version of Record published 20 November 2023

Journal of Endocrinology (2024) 260 e230157
https://doi.org/10.1530/JOE-23-0157

http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://orcid.org/0000-0002-9034-3159
mailto:rachel.rowe@colorado.edu


Journal of Endocrinology (2024) 260 e230157
https://doi.org/10.1530/JOE-23-0157

J Ortiz et al.

(Babikian et al. 2015, Ryan et al. 2016), drug and alcohol 
dependence (Jorge et al. 2005), and physical disabilities 
(Thurman 2016). Although the cause of TBI may vary 
among demographics and age groups, TBI in the pediatric 
population is primarily associated with falls (Dewan 
et al. 2016), accidents from daily activities, participation 
in sports (Prins et al. 2010), and domestic violence/child 
abuse (Rowe et al. 2021, Sayrs et al. 2022).

Despite the primary injury from a TBI being irreversible, 
subsequent injury processes occur in a delayed manner 
and may be responsive to medical management. The 
mechanical forces of TBI and the resultant secondary 
injury mechanisms lead to neuropathology and cellular 
damage to internal structures of the brain, including 
the hypothalamus and pituitary (Sundaram et al. 2013). 
Damage to these regions directly influences the endocrine 
system. Evidence suggests that endocrinopathies (i.e. 
disorders of the endocrine system), occur in as many 
as ~50% of pediatric patients with a history of TBI 
(Acerini et al. 2006, Rose & Auble 2012, Casano-Sancho 
et al. 2013, Reifschneider et al. 2015). Endocrinopathies 
are defined as long-lasting changes in the production, 
release, circulation, and/or regulation of hormones. 
Some studies have found that experimental TBI in adult 
rodents can lead to alterations in hormone release (Rowe 
et al. 2016a), which may be enduring (Greco et al. 2013). 
However, the physiological and functional changes that 
occur in juveniles due to TBI-induced endocrinopathies 
remains unknown.

In juveniles, activation of the growth hormone (GH) axis 
results in linear body growth and changes in body size 
and composition (Blakemore et al. 2010). This physical 
growth and increased height are linked to high levels 
of GH secretion. Injury to the hypothalamus can cause 
improper activation of the GH axis, leading to growth 
hormone deficiency (GHD) (Kgosidialwa et al. 2019). GHD 
places children at risk for delayed skeletal maturation, 
short height, psychosocial difficulties, and metabolic 
syndrome (Ibanez et al. 2000) in adulthood. Although 
GHD is the most common hormone deficiency in adults 
following TBI (Popovic 2005), the prevalence of juvenile 
GHD following TBI, and how GHD affects juveniles 
over the course of development, remains unclear. 
GH release is regulated by the hypothalamic peptides 
somatostatin and growth hormone releasing hormone 
(GHRH). Somatostatin is released from somatostatin-
expressing neurons in the periventricular nucleus of 
the hypothalamus, whereas GHRH is released from 
GHRH-expressing neurons in the arcuate nucleus of the 
hypothalamus. TBI-induced alterations of neurons that 
regulate the release of GH have not been evaluated in 
juvenile rodents. However, GH alterations after TBI are 
of significant interest because, if untreated, GHD impairs 
the rehabilitation and recovery of TBI survivors (Kreber 
et al. 2016).

Clinical studies indicate that over a 1-year span patients 
who suffer a TBI are at a higher risk for developing 
an endocrine system disorder than those who have 

not sustained a TBI. We have previously shown that 
specific to the pediatric population, children with a TBI 
diagnosis have 3.22× the risk of a subsequent endocrine 
disorder diagnosis compared with the general pediatric 
population (Ortiz et al. 2019). Furthermore, we have 
reported the predominant endocrine disorder diagnoses 
following pediatric TBI is ‘precocious sexual development 
and puberty’, followed by, ‘pituitary dwarfism/GH 
deficiencies’ (Ortiz et al. 2019). We used these clinical 
observations to inform our translational research 
investigating GH-axis disruption following diffuse TBI in 
the juvenile rat. In the current study, we used postnatal 
day 17 rats, which model the late infantile/toddler 
period (Sengupta 2013, Picut et al. 2015), and assessed 
body weights, plasma GH levels, and mean number of 
hypothalamic somatostatin neurons at acute and chronic 
time points post injury. We hypothesized that diffuse TBI 
in juvenile rats would alter circulating GH levels because 
of damage to the hypothalamus, specifically somatostatin 
neurons. To improve personalized medicine, identifying 
the relationship between TBI and GH is necessary to 
understand how injury-induced damage may lead to 
the development and progression of GH alterations and 
chronic endocrinopathies.

Materials and methods

Rigor
All animal studies were conducted in accordance with 
the guidelines established by the Institutional Animal 
Care and Use Committee (IACUC) at the University of 
Arizona and the NIH guidelines for the care and use 
of laboratory animals. Studies are reported following 
the Animal Research: Reporting In Vivo Experiments 
(ARRIVE) guidelines (Kilkenny et al. 2010). Animals 
were randomly assigned to treatment groups and 
time points before the initiation of the study to ensure 
equal distribution of experimental conditions across 
all groups. Data collection stopped at predetermined 
endpoints based on days post injury (DPI) for each 
animal. Quantification of growth hormone levels and 
somatostatin neurons was performed by investigators 
blind to the experimental treatments. For data analyses, 
a total of 83 rats were used (sham n = 36; TBI n = 47). 
Predetermined exclusion criteria were excluding any rat 
that lost >20% of their body weight or had unmanageable 
pain. No rats in this study met those criteria, so none 
were excluded. Predetermined inclusion criteria 
included a righting reflex time >120 s and no breach of 
the dura. All plasma samples and slides were relabeled 
with a code by an investigator not associated with the 
study to ensure that investigators were blinded to the 
experimental conditions.

Animals
Juvenile male Sprague Dawley rats (Envigo, Indianapolis, 
IN, USA) were used for all experiments. Rats were 
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housed in a 12 h light:12 h darkness cycle at a constant 
temperature (23°C ± 2°C) with food and water available ad 
libitum according to the Association for Assessment and 
Accreditation of Laboratory Animal Care International 
guidelines. Rats were shipped with the dam at postnatal 
day 10 and were acclimated for a minimum of 1 week 
prior to experiments (Fig. 1). Weights and health 
conditions were monitored and documented throughout 
the experiment. Animal care and experiments were 
approved by the Institutional Animal Care and Use 
Committee (IACUC) at the University of Arizona (protocol 
13-460). Group sizes for GH quantification and body 
weights were: 1 DPI sham n = 10; 1 DPI TBI n = 10; 7 DPI 
sham n = 7; 7 DPI TBI n = 10; 18 DPI sham n = 5; 18 DPI TBI 
n = 8; 25 DPI sham n = 5; 25 DPI TBI n = 9; 43 DPI sham 
n = 9; 43 DPI TBI n = 10. Group sizes for quantification of 
somatostatin neurons were: 1 DPI sham n = 5; 1 DPI TBI 
n = 5; 7 DPI sham n = 3; 7 DPI TBI n = 4; 43 DPI sham n = 4; 
43 TBI sham n = 5.

Midline fluid percussion injury
For surgery, all rats were administered 5% isoflurane in 
100% oxygen for 5 min and then secured in a stereotaxic 
frame. Anesthetization was maintained with continuous 
isoflurane delivery at 2.5% via nosecone. A midline 
incision was made and a craniectomy (outer diameter 
3mm) was trephined midway between bregma and 
lambda (Rowe et al. 2018). The skull was removed with 
care not to disrupt the dura or superior sagittal sinus 
underlying the craniectomy site. An injury hub prepared 
from the female portion of a Luer-Loc needle hub was 
fixed over the craniectomy using cyanoacrylate gel and 
methyl-methacrylate (Hygenic Corp., Akron, OH, USA). 
Post surgery, rats were placed on a heating pad and 
monitored until ambulatory.

Approximately 60–120 min after surgery, rats were 
subjected to midline fluid percussion injury (mFPI) with 
methods we have previously described for postnatal 
day 17 rats (Rowe et al. 2016b, 2018, Doust et al. 2021, 
Green et al. 2021). Rats were reanesthetized with 5% 
isoflurane in 100% oxygen delivered for 3 min. The hub 
assembly on the skull was filled with saline and attached 
to the FPI device (custom design and fabrication, 
Virginia Commonwealth University, Richmond, VA, 
USA). When a toe pinch withdrawal response was 
detected, the pendulum was released causing a fluid 
pulse directly onto the dura resulting in a moderate 

brain injury in all rats (1.5 atmospheres pressure (atm)) 
(Rowe et al. 2016b, 2018, Doust et al. 2021). Sham rats 
were connected to the device, but the pendulum was 
not released. Hubs were removed immediately after 
injury or sham injury and rats were monitored for 
apnea, righting reflex time (time from the initial impact 
until the rat spontaneously righted itself from a supine 
position), and a fencing response (Hosseini & Lifshitz 
2009). After rats spontaneously righted, brains were 
inspected for herniation, hematomas, and integrity of 
the dura. Brain-injured rats included in this study had 
an average righting reflex time of 239 s, indicative of a 
mild to moderate injury (Rowe et al. 2016b, 2018, Green 
et al. 2021), and had no disruption to the underlying 
dura. Rats were reanesthetized and scalp incisions were 
cleaned with sterile saline and closed with sutures. Rats 
were placed in a heated recovery cage and monitored 
until ambulatory. Rats were rubbed with bedding from 
their home cage and returned to their dam until tissue 
collection (1 DPI) or until they were weaned at postnatal 
day 24. Rat welfare was evaluated and documented daily 
during postoperative care via physical examination.

Tissue collection
Blood was collected via cardiac puncture at 
predetermined time points post injury (1, 7, 18, 25, 43 
DPI; Fig. 1). GH secretion occurs in a pulsatile fashion 
and is influenced by the circadian rhythm, so all blood 
samples were collected at approximately the same 
time of day (zeitgeber 3–5; 09:00–11:00 h). Brains were 
collected from a subset of rats at 1, 7, and 43 DPI. 
Rats were injected (intraperitoneally) with Euthasol 
(0.002 mL/g, Patterson Veterinary, Greeley, CO, USA), 
and approximately 300 µL of blood were collected via 
cardiac blood draw using a needle and syringe coated in 
EDTA. Blood was transferred to an EDTA-coated tube and 
was centrifuged to collect plasma for each rat. Plasma 
samples were stored at −20°C until GH quantification. 
Immediately following blood collection, rats 
underwent transcardial perfusion with ice-cold 1× PBS 
followed by 4% paraformaldehyde (PFA). Brains were  
removed from the skull and drop fixed in 4% PFA 
for 24 h. For cryoprotection, brains were successive 
incubated in 15% and 30% sucrose, each for 24 h. Brains  
were frozen and cryosectioned in the coronal plane at 
40 µm and mounted on superfrost slides and stored at 
−80°C.

Figure 1

Study design. Postnatal day (PND) 10 rats were 
received with their dam and acclimated for 7 
days. PND 17 rats were subjected to midline fluid 
percussion injury (mFPI) or control sham surgery. 
Body weights were taken at surgery, weekly post 
injury, and at the time of tissue collection. Blood 
and tissue samples were collected at 1, 7, 18, 25, 
or 43 days post injury (DPI).
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Immunohistochemistry
Antigen retrieval was performed using sodium 
citrate buffer (pH 6.0). Slides were then washed in 1× 
PBS. Hydrophobic barrier pen was used around the 
perimeter of the slide, and slides were placed in a 
humidity chamber. Slides were incubated in blocking 
solution (4% normal donkey serum [NDS], 0.4% Triton 
100 in 1× PBS) for 60 min. Following blocking, slides 
were incubated in primary antibody solution (rabbit 
anti-somatostain-14; Peninsula Laboratories Inc. cat 
#T-4103; at 1:1000 concentration in 1% NDS, 0.1% 
Triton 100 in 1× PBS) overnight at 4ºC. Slides were 
then washed in 1× PBS + 0.1% Tween 20. Slides were 
incubated in secondary antibody solution (biotinylated 
horse anti-rabbit IgG (H + L); vector BA-1100; at 1:250 
concentration in 4% NDS and 0.4% Triton 100 in 1× 
PBS) for 60 min. Slides were washed in 1× PBS + 0.1% 
Tween 20. Endogenous peroxidases were blocked in 200 
mL 1× PBS + 8 mL H2O2 for 30 min. After washing in 1× 
PBS + 0.1% Tween 20, slides were incubated in avidin–
biotin complex (ABC) solution (Vectastain ABC kit 
PK-6100) for 30 min. Slides were washed in PBS + 0.1% 
Tween 20 and then incubated in DAB solution (from 
Vector DAB peroxidase substrate kit SK-4100) for 10 min 
and, following this, slides were immediately placed in 
water. The brain tissue was dehydrated in ethanol (70%, 
90%, and 100%), cleared with citrosolve, and coverslips 
were added using dibutylphthalate polystyrene xylene 
mounting medium.

Imaging and analysis
Images of stained tissue were taken using Zeiss Imager 
A2 microscope via AxioCam MRc5 digital camera and 
Neurolucida 360 software. For somatostatin neurons, 
quantification was completed from images ranging from 
−1.65 to −3.60 in reference to Bregma using a modified 
version of unbiased stereology. The regions of interest 
(ROI) were the medial preoptic nucleus, from rostral to 
the decussation of the anterior commissure, through 
the caudal end of the decussation of the anterior 
commissure (Peterfi et al. 2010), and the primary 
somatosensory cortex. Three investigators blinded to 
experimental conditions counted all stained neurons in 
six to nine images per rat. Cell counts were performed 
using ImageJ software to manually label each cell using 
the cell counter. These counts were averaged across 
sections per rat and across investigators to determine 
the mean number of somatostatin neurons per image 
per rat.

Quantification of growth hormone
Plasma GH levels were quantified using enzyme-linked 
immunosorbent assay (ELISA) kits (Thermo Fisher 
Scientific, cat #KRC5311). GH samples were run in 
triplicates following the manufacturer’s instructions.

Statistical analyses
We used generalized linear models to investigate 
differences in righting reflex times, apnea times, 
body weights, growth hormone levels, and number of 
neurons between sham and injured rats across time 
(DPI). Righting reflex times and number of neurons 
were overdispersed counts, so we specified negative-
binomial error distributions in all models that contained 
those outcome measures (Hilbe 2014). Apnea times were 
counts that exhibited zero-inflation but were not under 
or overdispersed; therefore, we specified a zero-inflated 
Poisson error distribution in the apnea model (Hilbe 
2014). Growth hormone levels were zero-truncated, 
severely right-skewed, and positive-only values; thus, 
we specified Gamma error distributions in all growth 
hormone outcome models (Bateson 2009). In contrast, 
despite being zero-truncated and positive-only values, 
exploratory analyses indicated that body weights were 
approximately normally distributed; therefore, we 
specified Gaussian error distributions in all body weight 
outcome models. We fit two generalized linear models 
to each outcome, one in which days post injury was the 
only fixed effect predictor and another model with a 
two-way interaction between the treatment (i.e. sham 
versus injured) and postnatal age fixed effects.
We were also interested in investigating whether the 
rate of increase (i.e. growth rate, λ) of body weight 
that naturally occurs with increasing pubescent rat 
age differed between sham and injury. To test this 
and quantify the rate of increase, we fit a generalized 
linear mixed effects model with random intercepts for 
individual rats (Bolker et al. 2009). We suspected that 
the relationship between body weight and postnatal 
age would be nonlinear (Garcia et al. 2000), which we 
modeled with a four-knot basis spline on postnatal days 
(Perperoglou et al. 2019). Additionally, we were interested 
in whether the number of somatostatin neurons could be 
used as a viable predictor of growth hormone levels. To 
investigate this, we fit a generalized linear mixed effects 
model with random intercepts for postnatal age.
We fit both generalized linear and generalized linear 
mixed models using the package glmmTMB in the R 
statistical computing environment (Brooks et al. 2017; 
https://www.r-project.org/). We based inferences on a 
combination of model coefficient estimates (β), P-values 
from post hoc multiple comparisons tests corrected 
via Tukey’s method, predicted marginal (fixed effects 
models) and conditional (mixed effects models) effects 
and their 95% confidence intervals (Onukwugha et al. 
2015), and standardized effect sizes (d).

Results

Diffuse TBI suppressed acute 
neurological reflexes
Rats that were subjected to a diffuse TBI had considerably 
longer righting reflex times (β = 2.71, P < 0.001, d = 0.35; 

https://www.r-project.org/
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Fig. 2A) and apnea times (β = 18.06, P < 0.001, d = 3.05; Fig. 
2B) than did uninjured shams.

Brain-injured rats had a lower terminal body 
weight at 18 DPI compared to shams
There were no statistically significant differences in 
the surgery weights of rats assigned to the sham group 
compared to rats assigned to the TBI group (β = −0.07, 
P = 0.94, d = 0.02; Fig. 3A). There were no statistically 
significant brain injury-induced differences in terminal 
body weights of rats at 1 DPI (mean ∆ = 0.6, P = 0.91, 
d = 0.05; Fig. 3B), 7 DPI (mean ∆ = 0.14, P = 0.98, d = 0.01; 
Fig. 3B), 25 DPI (mean ∆ = 0.09, P = 0.99, d = 0.01; Fig. 
3B), or 43 DPI (mean ∆ = 1.98, P = 0.71, d = 0.17; Fig. 3B); 
however, brain-injured rats weighed significantly less 
at 18 DPI compared to uninjured shams (mean ∆ = 14.3, 
P = 0.03, d = 1.24; Fig. 3B). Independent of brain injury, 
terminal body weights increased over time with animal 
age (Fig. 3C). Compared to postnatal 18 days, rats had 
significantly higher body weights at postnatal 24 days 
(mean ∆ = 19.5, P < 0.001, d = 1.64; Fig. 3C), postnatal 35 
days (mean ∆ = 86.4, P < 0.001, d = 7.30; Fig. 3C), postnatal 
42 days (mean ∆ = 144.3, P < 0.001, d = 12.19; Fig. 3C), and 
postnatal 60 days (mean ∆ = 233.7, P < 0.001, d = 19.74; 
Fig. 3C). We also assessed the growth rates of sham and 
brain-injured rats. Body weight increased nonlinearly 
over time with animal age at an average rate of λ = 1.19, 
or approximately 19% per day (95% CI = 17–22%; Fig. 3D); 
body weight changes over time (growth rate) did not 
differ between sham and injured rats (β = −0.02, P = 0.69).

GH levels increased with age and were 
altered by TBI
Although there were no statistically significant 
differences in plasma GH levels between sham and TBI 
rats within any terminal time point, the standardized 
effect sizes for all differences within every time point 
were large: 1 DPI (mean ∆ = 11.4, P = 0.33, d = 11.54; Fig. 
4A), 7 DPI (mean ∆ = 14.2, P = 0.38, d = 14.38), 18 DPI 
(mean ∆ = 43.8, P = 0.48, d = 44.42); 25 DPI (mean ∆ = 25.9, 
P = 0.49, d = 26.26), and 43 DPI (mean ∆ = 88.5, P = 0.16, 
d = 89.72). Compared to postnatal 18 days, GH levels 
were comparable at postnatal 24 days (mean ∆ = 1.3, 
P = 0.88, d = 1.29; Fig. 4B) but were significantly elevated 
at postnatal 35 days (mean ∆ = 93.179, P = 0.006, d = 92.24), 
postnatal 42 days (mean ∆ = 48.44, P = 0.02, d = 47.95), and 
postnatal 60 days (mean ∆ = 108.42, P < 0.001, d = 107.32). 
GH levels at postnatal 60 days were also significantly 
elevated compared to postnatal 24 days (mean ∆ = 107.1, 
P = 0.01, d = 106.03; Fig. 4B). We further assessed TBI-
induced changes during the acute period (1 and 7 DPI) 
and the chronic period (18, 25, and 43 DPI). Compared 
to shams, GH levels were lower in the TBI group during 
the acute period (β = −12.22, P = 0.196, d = 12.3; Fig. 4C) 
but higher in the TBI group during the chronic period 
(β = 52.41, P = 0.10, d = 52.1; Fig. 4D); although not 
statistically significant, the standardized effect sizes for 
those differences were large.

The number of somatostatin neurons  
did not substantially differ between  
brain-injured and sham rats
The mean number of somatostatin neurons in both the 
medial preoptic area and somatosensory cortex was 
calculated for each rat (Fig. 5). Although rats subjected 
to TBI had less somatostatin neurons in the medial 
preoptic area at 1 DPI compared to shams, the effect size 
was very small (mean ∆ = 14, P = 0.05, d = 0.04; Fig. 6A). 
There were no notable differences in the mean number 
of somatostatin neurons in the medial preoptic area at 7 
DPI (Mean ∆ = 4, P = 0.61, d = 0.01) or 43 DPI (mean ∆ = 17, 
P = 0.15, d = 0.03). Similarly, differences in somatostatin 
neurons in the somatosensory cortex between sham 
and TBI rats were not supported at 1 DPI (mean ∆ = 9, 
P = 0.27, d = 0.01), 7 DPI (mean ∆ = 1, P = 0.87, d = 0.001), or 
43 DPI (mean ∆ = 0, P = 0.99, d = 0.00; Fig. 6B). Independent 
of brain injury, the mean number of somatostatin 
neurons in the medial preoptic area increased over 
time with animal age (Fig. 6C); compared to postnatal 
18 days, the mean number of somatostatin neurons was 
comparable at postnatal 24 days (mean ∆ = 3, P = 0.86, 
d = 0.01) but was significantly higher at postnatal 60 days 
(mean ∆ = 21, P = 0.02, d = 0.07), and the mean number of 
somatostatin neurons at postnatal 60 days was higher 
than at postnatal 24 days (Mean ∆ = 24, P = 0.01, d = 0.08). 
In contrast, the mean number of somatostatin neurons 
in the somatosensory cortex decreased over time with 
animal age (Fig. 6D); compared to postnatal 18 days, the 

Figure 2

Diffuse TBI suppressed acute neurological reflexes. Righting reflex time, 
time from the initial impact until the rat spontaneously righted itself from 
a supine position, and apnea time were measured as indicators of injury 
severity. Results shown are predicted marginal effects point estimates 
and 95% confidence intervals from generalized linear models; 
background triangles denote observed data points. Rats that were 
subjected to TBI had longer (A) righting reflex times and (B) apnea times 
compared to uninjured shams. * indicates statistically significant 
difference (P < 0.05).



Journal of Endocrinology (2024) 260 e230157
https://doi.org/10.1530/JOE-23-0157

J Ortiz et al.

mean number of somatostatin neurons was significantly 
lower at postnatal 24 days (mean ∆ = 27, P < 0.0001, 
d = 0.05) and postnatal 60 days (mean ∆ = 19, P = 0.0002, 
d = 0.03), and the mean number of neurons at postnatal 
24 days was lower than at postnatal 60 days (mean ∆ = 8, 
P = 0.03, d = 0.02).

Mean number of somatostatin neurons 
positively predicted GH levels in the medial 
preoptic area
We found no statistically significant difference 
between sham and TBI for the relationship between 
somatostatin neurons in the medial preoptic area 
and growth hormone levels (β = 0.65; P = 0.55; Fig. 6E). 
However, irrespective of sham or TBI (i.e. treatment 
groups combined), the number of somatostatin neurons 
in the medial preoptic area was a positive predictor of 
growth hormone levels; for every additional neuron, 
an average of 1.27 ng/mL (95% CI = 0.21–2.72) increase 
in growth hormone was predicted. In contrast, no 
statistically significant difference existed between sham 
and TBI for the relationship between somatostatin 
neurons in the somatosensory cortex and growth 
hormone levels (β = −0.03; P = 0.33), and the number of 
somatostatin neurons in the somatosensory cortex was 
not a predictor of growth hormone levels (β = −0.02; 
P = 0.31; Fig. 6F).

Discussion

It has been widely shown through clinical 
and translational studies that TBI can lead to 
endocrinopathies. In adults, GHD via disruption of the 
GH axis is the most common endocrinopathy following 
a TBI (Agha et al. 2007, Kgosidialwa et al. 2019). In 
juveniles, however, less is known about the progression 
of post-TBI endocrine function (Wexler et al. 2023). 
Indeed, both retrospective and prospective clinical 
studies have found variable rates of GHD in pediatric 
populations (Aimaretti et al. 2004, Auble et al. 2014, Briet 
et al. 2019). Here, we modeled diffuse brain injury in 
adolescence by subjecting juvenile rats to diffuse brain 
injury and assessed TBI-induced pathology and function 
of the GH axis.

To the best of our knowledge, the present study is the 
first to provide longitudinal data on the growth rates 
of juvenile rats following a diffuse brain injury. We 
observed that juvenile rats gained weight nonlinearly 
over time with animal age, with similar growth rates 
between TBI and sham groups. Although growth rates 
were similar between TBI and sham rats, we found 
that brain injured rats weighed significantly less than 
shams at 18 DPI. Thus, despite TBI having no effect 
on overall growth rates or the terminal body weight 
of rats at chronic time points, a significant weight 
difference was observed at postnatal day 35 (postnatal 

Figure 3

Brain-injured rats had lower body weights at 18 
days post injury (DPI) compared to sham. Results 
shown as predicted marginal effects point 
estimates and 95% confidence intervals; 
background triangles denote observed data 
points. (A) There were no statistically significant 
differences in baseline body weights taken prior 
to surgery/injury. (B) There were no brain 
injury-induced differences in terminal body 
weights of rats at 1, 7, 25, or 43 days post injury 
(DPI). * indicates P < 0.05 compared to sham. 
However, brain-injured rats weighed significantly 
less than uninjured shams at 18 DPI. (C) Terminal 
body weights increased over time with animal 
age. Compared to postnatal day 18, rats had 
higher body weights at postnatal days 24, 35, 42, 
and 60. * indicates P < 0.05 compared to 
postnatal day 18. (D) Terminal body weight 
increased nonlinearly over time with animal age 
at a mean rate of λ = 1.19, or 19% per day (95% 
CI = 17–22%). * indicates statistically significant 
difference (P < 0.05); # indicates biologically 
significant difference (d ≥ 1.0).
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day 17 at injury + 18 DPI = postnatal day 35). Considerable 
variation exists in the onset of puberty in male rats, but 
postnatal day 35 is typically when the onset of puberty 
occurs (Sengupta 2013, Venugopal 2019). Additionally, 
preputial separation, a physiological marker of puberty, 
is typically observed near postnatal day 35 in the male rat 
(Korenbrot et al. 1977). Moreover, as we have previously 
described, pediatric TBI and injury-induced endocrine 
disruptions have been indicated as a potential cause of 
altered puberty (Ortiz et al. 2019, 2022). Accordingly, the 
marked weight difference we observed at postnatal day 
35 may be explained as a pubertal delay from acute TBI 
pathophysiology.

Following both TBI and sham conditions, GH levels 
increased over time with animal age. Although 
longitudinal measurements of post-TBI GH levels have 
yet to be recorded in rats, many clinical studies provide 
ancillary support for the general trend that we observed. 
Specifically, GH production tends to vastly increase 
during puberty, and then gradually declines during 
adulthood (Rose et al. 1991, Saenger 2003). In the current 
study, TBI substantially impacted GH production. GH 
levels were lower in the acute period (1 and 7 DPI) and 
higher in the chronic period (18, 25, and 43 DPI) in rats 
that sustained a TBI compared to uninjured shams. 
Despite these results not being statistically significant, 
the standardized effect sizes were large, which conveys 
a biologically significant finding. Thus, GH production 
may be differentially altered in the acute postinjury 

period compared to the chronic postinjury period 
and additional studies are warranted to investigate 
alterations to the GH axis in response to TBI.

Much of the current literature indicates that GHD 
represents the majority of hormonal changes observed 
in the acute postinjury period (Gasco et al. 2021). The 
acute decrease in GH observed in this study is likely 
indicative of the adaptive response to pathological 
changes in the hypothalamus following TBI (Gasco et al. 
2021). In contrast, in the chronic postinjury period, rats 
that sustained a TBI had higher GH levels compared 
to shams. In other words, a clear GH overshoot was 
apparent following acute GHD. Transient GHD following 
TBI has previously been described in clinical studies 
in adults (Aimaretti et al. 2004, Aimaretti et al. 2005). 
Further, previous studies have found that GH levels 
in the chronic post-injury period were significantly 
lower in adult rats 2 months after controlled cortical 
impact (CCI) compared to shams (Kasturi & Stein 
2009). The discrepancy between these data and that of 
the current study could be due to a variety of factors, 
including the age at which the rats were injured, and 
the overt cell death associated with a focal injury model 
(Pleasant et al. 2011). Further, since GH has also been  
found to play an important role in neurogenesis following 
injury, this chronic GH increase could potentially 
be evidence of a strong, neurogenerative injury  
response apparent in adolescence (Scheepens et al. 1999,  
Aberg et al. 2009).

Figure 4

Growth hormone (GH) levels increased over time 
with animal age and were altered by TBI. Results 
shown as predicted marginal effects point 
estimates and 95% confidence intervals; 
background triangles denote observed data 
points. (A) There were no differences in plasma 
GH levels between sham and TBI rats at any 
terminal time point. (B) Compared to postnatal 
day 18, GH levels were comparable at postnatal 
day 24 but were significantly elevated at postnatal 
days 35, 42, and 60. GH levels at postnatal day 60 
were also elevated compared to postnatal day 24. 
* indicates P < 0.05 compared to postnatal day 
18; + indicates P < 0.05 compared to postnatal day 
24. (C–D) We further assessed TBI-induced 
changes during the acute period (1 and 7 DPI) and 
the chronic period (18, 25, and 43 DPI). Compared 
to shams, GH levels were lower in the TBI group 
during the acute period, but higher in the TBI 
group during the chronic period. Those 
differences were not statistically significant but 
had very large effect sizes indicating biological 
significance. * indicates statistically significant 
difference (P < 0.05); # indicates biologically 
significant difference (d ≥ 1.0).
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At 1 DPI, the number of somatostatin neurons in the 
medial preoptic area of the hypothalamus acutely 
decreased in rats subjected to diffuse TBI compared 
to uninjured shams. This decrease in number of 
somatostatin neurons at 1 DPI directly coincides with the 
acute decrease in GH that we observed in brain injured 
rats. Although the number of somatostatin neurons in 
the somatosensory cortex also decreased at 1 DPI, this 
change was not significant. It is plausible that the acute 
decrease in neurons observed in the current study is 
not specific to somatostatin neurons but is a result of a 

general loss of neurons or neuronal complexity in the 
acute phase post TBI (Akamatsu & Hanafy 2020).

Interestingly, we found changes in somatostatin neurons 
over time with animal age were brain region-specific. 
Somatostatin neuron number increased over time 
with animal age in the medial preoptic nucleus of the 
hypothalamus. In contrast, the number of somatostatin 
neurons in the somatosensory cortex decreased over 
time with animal age. We have previously observed 
significant neuropathology, identified by hyperintense 
deposition of argyrophilic reaction product (amino-
cupric silver histochemical technique), in the 
somatosensory cortex of rats subjected to midline fluid 
percussion injury (Beitchman et al. 2021). This brain 
region is adjacent to the injury site and is particularly 
vulnerable to neurodegeneration (Beitchman et al. 2021). 
The spatial distribution of neuron injury and death 
after fluid percussion injury is primarily noted in the 
cortex and hippocampus (Hicks et al. 1996). Based on the 
biomechanics of the injury model, the somatosensory 
cortex may be more vulnerable than the hypothalamus 
to injury-induced damage in injured rats, as well as 
juvenile sham rats, due to possible cellular disruption 
from the control craniectomy.

Overall, the mean number of somatostatin neurons 
was highest in the medial preoptic nucleus of the 
hypothalamus of brain injured rats in tissue collected 
at the chronic 43-day time point. Neurons in the medial 
paraventricular nucleus of the hypothalamus have 
altered morphologies following diffuse TBI in adult rats 
(Rowe et al. 2016a). We previously observed an increase 
in the number of branch points and hypothalamic 
neuronal complexity, which coincided with a 
decrease in corticosterone production in the chronic  
postinjury period (Rowe et al. 2016a); thus, structural 
changes contributed to functional changes. This is 
supported by other research that indicated chronic 
dendritic arborization and hypertrophy distal to 
the injury site following fluid percussion in the rat  
(Hoffman et al. 2017).

In the medial preoptic area of the hypothalamus, we 
observed a positive relationship between the number 
of somatostatin neurons and growth hormone levels 
in both uninjured sham rats, and rats subjected to 
diffuse TBI. Presumably, this increase in the number 
of somatostatin neurons may be indicative of feedback 
regulation observed as a function of age. Rats subjected 
to TBI had higher GH and more somatostatin neurons 
in the chronic period compared to the acute period. 
Increases in GH levels in the chronic postinjury 
period may lead to hypersecretion of hypothalamic 
somatostatin. A clinical study in patients with 
acromegaly, a condition characterized by chronic excess 
of GH, showed that patients with acromegaly also have 
high levels of somatostatin and concluded that excess GH 
could be a causal factor in somatostatin hypersecretion 
(Arosio et al. 2003). In the somatosensory cortex, we 
did not detect a relationship between the number of 

Figure 5

Representative images of somatostatin neurons in the medial preoptic 
area and somatosensory cortex. Somatostatin-stained neurons in the (A) 
medial preoptic area and (B) the somatosensory cortex from rats 
subjected to diffuse TBI or a control sham surgery. Representative 
images were taken at 1, 7, and 43 days post injury. Scale bar = 100 µm.
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somatostatin neurons and growth hormone levels in 
either uninjured sham rats or rats subjected to diffuse 
TBI. Further experiments are needed to investigate this 
potential brain region-specific relationship between 
somatostatin neuron number and GH production.

The results of this study should be interpreted in the 
context of a few limitations. Primarily, other hormonal 
components of the GH axis, such as growth hormone 

releasing hormone (GHRH) and insulin-like growth 
factor 1 (IGF-1), were not measured. Both GHRH and 
IGF-1 have major contributions to the regulation of 
GH and therefore are likely to contribute to GHD. 
Historically, both IGF-1 and GHRH measurements have 
been employed as diagnostic criteria of GHD (Aimaretti 
et al. 2004, Ibba et al. 2020). Thus, it should be considered 
that the chronic increase we observed in postinjury GH 
levels, and subsequent increase in somatostatin neurons, 

Figure 6

Mean number of somatostatin neurons predicted growth hormone (GH) levels. Changes in somatostatin neurons over time and whether neurons 
predicted GH levels were assessed in the (A, C, E) medial preoptic area and (B, D, F) somatosensory cortex. In both the (A) medial preoptic area and (B) 
somatosensory cortex, TBI rats had less somatostatin neurons at 1 day post injury (DPI) compared to shams, whereas no differences existed at 7 or 43 
DPI. (C) The mean number of somatostatin neurons increased over time with animal age in the medial preoptic area, whereas (D) the mean number of 
somatostatin neurons decreased with age in the somatosensory cortex. (E) Irrespective of sham or TBI (i.e. treatment groups combined), the number of 
neurons was a positive predictor of GH in the medial preoptic area; for every additional neuron, an average of 1.27 ng/mL increase in GH was predicted. 
(F) In contrast, irrespective of sham or TBI, the number of neurons was not a significant predictor of GH in the somatosensory cortex. * indicates  
P < 0.05 compared to sham; + indicates P < 0.05 compared to postnatal day 18.
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are confounded by potential pathological changes in 
IGF-1 or GHRH secretion. Future studies should be 
performed with measurements of all GH-axis hormones, 
providing a more complete understanding of post-TBI 
pituitary function. We also importantly note that only 
male rats were used in the present study. The age of 
sexual maturity in female rats is generally accelerated, so 
pubertal delays resulting from TBI, if present, should be 
investigated following a sex-specific timeline post injury. 
Further, the female hormonal milieu unmistakably 
differs from that of male rats; therefore, additional 
studies are warranted to determine if sex is a relevant 
biological variable in juvenile hypopituitarism with 
respect to the GH axis.

Conclusion

Current research indicates that TBI-induced endocrine 
dysfunction can prolong recovery, but little research 
has focused on the pediatric population. Our findings 
help address a deficit in research by investigating 
endocrine dysfunction in juvenile rodents. We found 
that diffuse TBI in juvenile rats leads to dysfunction of 
the GH axis. Understanding TBI-induced alterations in 
the GH axis may identify therapeutic targets to improve 
the quality of life of pediatric TBI survivors. We also 
observed age-specific effects on body weight that may be 
associated with delayed onset of puberty. These findings 
support the implementation of screening protocols for 
pediatric survivors of TBI to identify early disruptions in 
puberty and endocrine dysfunction. Future clinical and 
preclinical studies likely would be able to address the 
limitations described earlier and may provide an even 
greater understanding of how TBI impacts function of 
the GH axis in the pediatric population.

Declaration of interest
The authors declare that they have no conflict of interest that could be 
perceived as prejudicing the impartiality of the research reported.

Funding
These experimental studies were funded by the National Institutes of 
Health R21NS120022 (RR), the Valley Research Partnership VRP43 223010 
( JO, RR), and the Brain Injury Association of America Seed Grant ( JO, RR). ST 
was supported by the National Institutes of Health Workforce Inclusion in 
Neuroscience through Undergraduate Research Experience (WINURE) at 
Arizona State University. NC and GSM were supported by the University of 
Colorado Boulder Undergraduate Research Opportunities Program (UROP) 
fellowship.

Author contribution statement
JO assisted with conceptualization, data collection, and led writing of the 
manuscript. ST, GR, GSM, NC, MM, and TG assisted with experimental 
design, data collection, and editing the manuscript. SMM led statistical 
analyses and assisted with reviewing and editing the manuscript. RR 
was responsible for conceptualization, experimental design, funding 
acquisition, formal analysis, writing, and reviewing and editing the 
manuscript.

Acknowledgements
We acknowledge Bret Tallent for technical assistance, and Jonathan Lifshitz 
for scientific discussion about the study design. Figures were made using 
BioRender.

References
Aberg ND, Johansson I, Aberg MA, Lind J, Johansson UE, Cooper-Kuhn CM, 
Kuhn HG & Isgaard J 2009 Peripheral administration of GH induces cell 
proliferation in the brain of adult hypophysectomized rats. Journal of 
Endocrinology 201 141–150. (https://doi.org/10.1677/JOE-08-0495)

Acerini CL, Tasker RC, Bellone S, Bona G, Thompson CJ & Savage MO 
2006 Hypopituitarism in childhood and adolescence following traumatic 
brain injury: the case for prospective endocrine investigation. European 
Journal of Endocrinology 155 663–669. (https://doi.org/10.1530/
eje.1.02284)

Agha A, Phillips J & Thompson CJ 2007 Hypopituitarism following 
traumatic brain injury (TBI). British Journal of Neurosurgery 21 210–216. 
(https://doi.org/10.1080/02688690701253331)

Aimaretti G, Ambrosio MR, Benvenga S, Borretta G, De Marinis L, De 
Menis E, Di Somma C, Faustini-Fustini M, Grottoli S, Gasco V, et al. 2004 
Hypopituitarism and growth hormone deficiency (GHD) after traumatic 
brain injury (TBI). Growth Hormone and IGF Research 14(Supplement A) 
S114–S117. (https://doi.org/10.1016/j.ghir.2004.03.025)

Aimaretti G, Ambrosio MR, Di Somma C, Gasperi M, Cannavo S, 
Scaroni C, De Marinis L, Baldelli R, Bona G, Giordano G, et al. 2005 
Hypopituitarism induced by traumatic brain injury in the transition 
phase. Journal of Endocrinological Investigation 28 984–989. (https://doi.
org/10.1007/BF03345336)

Akamatsu Y & Hanafy KA 2020 Cell death and recovery in traumatic 
brain injury. Neurotherapeutics 17 446–456. (https://doi.org/10.1007/
s13311-020-00840-7)

Arosio M, Porretti S, Epaminonda P, Giavoli C, Gebbia C, Penati C, Beck-
Peccoz P & Peracchi M 2003 Elevated circulating somatostatin levels in 
acromegaly. Journal of Endocrinological Investigation 26 499–502. (https://
doi.org/10.1007/BF03345210)

Auble BA, Bollepalli S, Makoroff K, Weis T, Khoury J, Colliers T & Rose SR 
2014 Hypopituitarism in pediatric survivors of inflicted traumatic brain 
injury. Journal of Neurotrauma 31 321–326. (https://doi.org/10.1089/
neu.2013.2916)

Babikian T, Merkley T, Savage RC, Giza CC & Levin H 2015 Chronic 
aspects of pediatric traumatic brain injury: review of the literature. 
Journal of Neurotrauma 32 1849–1860. (https://doi.org/10.1089/
neu.2015.3971)

Bateson TF 2009 Gamma regression of Interevent Waiting Times 
versus Poisson regression of daily event counts inside the 
epidemiologist's toolbox-selecting the best modeling tools for the job. 
Epidemiology 20 202–204. (https://doi.org/10.1097/
EDE.0b013e3181977688)

Beitchman JA, Lifshitz J, Harris NG, Thomas TC, Lafrenaye AD, Hanell A, 
Dixon CE, Povlishock JT & Rowe RK 2021 Spatial distribution of 
neuropathology and neuroinflammation elucidate the biomechanics of 
fluid percussion injury. Neurotrauma Reports 2 59–75. (https://doi.
org/10.1089/neur.2020.0046)

Blakemore SJ, Burnett S & Dahl RE 2010 The role of puberty in the 
developing adolescent brain. Human Brain Mapping 31 926–933. (https://
doi.org/10.1002/hbm.21052)

Bolker BM, Brooks ME, Clark CJ, Geange SW, Poulsen JR, Stevens MHH & 
White JSS 2009 Generalized linear mixed models: a practical guide for 

https://doi.org/10.1677/JOE-08-0495
https://doi.org/10.1530/eje.1.02284
https://doi.org/10.1530/eje.1.02284
https://doi.org/10.1080/02688690701253331
https://doi.org/10.1016/j.ghir.2004.03.025
https://doi.org/10.1007/BF03345336
https://doi.org/10.1007/BF03345336
https://doi.org/10.1007/s13311-020-00840-7
https://doi.org/10.1007/s13311-020-00840-7
https://doi.org/10.1007/BF03345210
https://doi.org/10.1007/BF03345210
https://doi.org/10.1089/neu.2013.2916
https://doi.org/10.1089/neu.2013.2916
https://doi.org/10.1089/neu.2015.3971
https://doi.org/10.1089/neu.2015.3971
https://doi.org/10.1097/EDE.0b013e3181977688
https://doi.org/10.1097/EDE.0b013e3181977688
https://doi.org/10.1089/neur.2020.0046
https://doi.org/10.1089/neur.2020.0046
https://doi.org/10.1002/hbm.21052
https://doi.org/10.1002/hbm.21052


Journal of Endocrinology (2024) 260 e230157
https://doi.org/10.1530/JOE-23-0157

J Ortiz et al.

ecology and evolution. Trends in Ecology and Evolution 24 127–135. 
(https://doi.org/10.1016/j.tree.2008.10.008)

Briet C, Braun K, Lefranc M, Toussaint P, Boudailliez B & Bony H 2019 
Should we assess pituitary function in children after a mild traumatic 
brain injury? A prospective study. Frontiers in Endocrinology (Lausanne) 10 
149. (https://doi.org/10.3389/fendo.2019.00149)

Brooks ME, Kristensen K, Van Benthem KJ, Magnusson A, Berg CW, 
Nielsen A, Skaug HJ, Machler M & Bolker BM 2017 glmmTMB balances 
speed and flexibility among packages for zero-inflated generalized 
linear mixed modeling. R Journal 9 378–400. (https://doi.org/10.32614/
RJ-2017-066)

Casano-Sancho P, Suarez L, Ibanez L, Garcia-Fructuoso G, Medina J & 
Febrer A 2013 Pituitary dysfunction after traumatic brain injury in 
children: is there a need for ongoing endocrine assessment? Clinical 
Endocrinology 79 853–858. (https://doi.org/10.1111/cen.12237)

Dewan MC, Mummareddy N, Wellons JC, Bonfield CM 2016 Epidemiology 
of Global Pediatric Traumatic Brain Injury: Qualitative Review. World 
Neurosurgery 91 497–509.e1. (https://doi.org/10.1016/j.wneu.2016.03.045)

Dewan MC, Rattani A, Gupta S, Baticulon RE, Hung YC, Punchak M, 
Agrawal A, Adeleye AO, Shrime MG, Rubiano AM, et al. 2018 Estimating 
the global incidence of traumatic brain injury. Journal of Neurological 
Surgery 130 1080–1097. (https://doi.org/10.3171/2017.10.jns17352)

Doust YV, Rowe RK, Adelson PD, Lifshitz J & Ziebell JM 2021 Age-at-injury 
determines the extent of long-term neuropathology and microgliosis 
after a diffuse brain injury in male rats. Frontiers in Neurology 12 722526. 
(https://doi.org/10.3389/fneur.2021.722526)

Faul M, Wald MM, Xu L & Coronado VG 2010 Traumatic Brain Injury in the 
United States; Emergency Department Visits, Hospitalizations, and Deaths, 
pp. 2002–2006. Atlanta, GA, USA: Centers for Disease Control and 
Prevention, National Center for Injury Prevention and Control. (https://
stacks.cdc.gov/view/cdc/5571)

Garcia JM, Merriam GR & Kargi AY 2000 Growth hormone in aging. In 
Endotext. KR Feingold, B Anawalt, A Boyce, G Chrousos, WW De Herder, 
K Dhatariya, K Dungan, JM Hershman, J Hofland, S Kalra, et al. Eds. 
South Dartmouth, MA: MDText.com, Inc. (available at: https://www.ncbi.
nlm.nih.gov/books/NBK279163/)

Greco T, Hovda D & Prins M 2013 The effects of repeat traumatic brain 
injury on the pituitary in adolescent rats. Journal of Neurotrauma 30 
1983–1990. (https://doi.org/10.1089/neu.2013.2990)

Gasco V, Cambria V, Bioletto F, Ghigo E & Grottoli S 2021 Traumatic 
brain injury as frequent cause of hypopituitarism and growth hormone 
deficiency: epidemiology, diagnosis, and treatment. Frontiers in 
Endocrinology (Lausanne) 12 634415. (https://doi.org/10.3389/
fendo.2021.634415)

Green TRF, Murphy SM, Ortiz JB & Rowe RK 2021 Age-at-injury 
influences the glial response to traumatic brain injury in the cortex of 
male juvenile rats. Frontiers in Neurology 12 804139. (https://doi.
org/10.3389/fneur.2021.804139)

Hicks R, Soares H, Smith D & Mcintosh T 1996 Temporal and spatial 
characterization of neuronal injury following lateral fluid-percussion 
brain injury in the rat. Acta Neuropathologica 91 236–246. (https://doi.
org/10.1007/s004010050421)

Hilbe JM 2014 Modeling Count Data. Modeling Count Data. Cambridge, 
UK: Cambridge University Press. (https://doi.org/10.1017/
cbo9781139236065.001)

Hoffman AN, Paode PR, May HG, Ortiz JB, Kemmou S, Lifshitz J, 
Conrad CD & Currier Thomas T 2017 Early and Persistent dendritic 
Hypertrophy in the basolateral amygdala following Experimental Diffuse 
traumatic Brain Injury. Journal of Neurotrauma 34 213–219. (https://doi.
org/10.1089/neu.2015.4339)

Hosseini AH & Lifshitz J 2009 Brain injury forces of moderate magnitude 
elicit the fencing response. Medicine and Science in Sports and Exercise 41 
1687–1697. (https://doi.org/10.1249/MSS.0b013e31819fcd1b)

Ibanez L, Dimartino-Nardi J, Potau N & Saenger P 2000 Premature 
adrenarche--normal variant or forerunner of adult disease? Endocrine 
Reviews 21 671–696. (https://doi.org/10.1210/edrv.21.6.0416)

Ibba A, Corrias F, Guzzetti C, Casula L, Salerno M, Di Iorgi N, Tornese G, 
Patti G, Radetti G, Maghnie M, et al. 2020 IGF1 for the diagnosis of 
growth hormone deficiency in children and adolescents: a reappraisal. 
Endocrine Connections 9 1095–1102. (https://doi.org/10.1530/EC-20-0347)

Jorge RE, Starkstein SE, Arndt S, Moser D, Crespo-Facorro B & 
Robinson RG 2005 Alcohol misuse and mood disorders following 
traumatic brain injury. Archives of General Psychiatry 62 742–749. (https://
doi.org/10.1001/archpsyc.62.7.742)

Kasturi BS & Stein DG 2009 Traumatic brain injury causes long-term 
reduction in serum growth hormone and persistent astrocytosis in the 
cortico-hypothalamo-pituitary axis of adult male rats. Journal of 
Neurotrauma 26 1315–1324. (https://doi.org/10.1089/neu.2008.0751)

Keenan HT & Bratton SL 2006 Epidemiology and outcomes of pediatric 
traumatic brain injury. Developmental Neuroscience 28 256–263. (https://
doi.org/10.1159/000094152)

Kgosidialwa O, Hakami O, Muhammad Zia-Ul-Hussnain H & Agha A 2019 
Growth hormone deficiency following traumatic brain injury. 
International Journal of Molecular Sciences 20. (https://doi.org/10.3390/
ijms20133323)

Kilkenny C, Browne WJ, Cuthill IC, Emerson M & Altman DG 2010 
Improving bioscience research reporting: the ARRIVE guidelines for 
reporting animal research. PLOS Biology 8 e1000412. (https://doi.
org/10.1371/journal.pbio.1000412)

Korenbrot CC, Huhtaniemi IT & Weiner RI 1977 Preputial separation as 
an external sign of pubertal development in the male rat. Biology of 
Reproduction 17 298–303. (https://doi.org/10.1095/biolreprod17.2.298)

Kreber LA, Griesbach GS & Ashley MJ 2016 Detection of growth 
hormone deficiency in adults with chronic traumatic brain injury. Journal 
of Neurotrauma 33 1607–1613. (https://doi.org/10.1089/neu.2015.4127)

Onukwugha E, Bergtold J & Jain R 2015 A primer on marginal effects-
part I: Theory and formulae. Pharmacoeconomics 33 25–30. (https://doi.
org/10.1007/s40273-014-0210-6)

Ortiz JB, Sukhina A, Balkan B, Harootunian G, Adelson PD, Lewis KS, 
Oatman O, Subbian V, Rowe RK & Lifshitz J 2019 Epidemiology of 
pediatric traumatic brain injury and hypothalamic-pituitary disorders in 
Arizona. Frontiers in Neurology 10 1410. (https://doi.org/10.3389/
fneur.2019.01410)

Ortiz JB, Green TRF & Rowe RK 2022 Puberty and traumatic brain injury. 
In Cellular, Molecular, Physiological, and Behavioral Aspects of Traumatic 
Brian Injury, pp. 351–362, Eds Rajkumar R., Preedy V & Martin C. London 
UK: Elsevier Academic Press. (https://doi.org/10.1016/B978-0-12-823036-
7.00029-3)

Perperoglou A, Sauerbrei W, Abrahamowicz M & Schmid M 2019 A 
review of spline function procedures in R. BMC Medical Research 
Methodology 19 46. (https://doi.org/10.1186/s12874-019-0666-3)

Peterfi Z, Mcginty D, Sarai E & Szymusiak R 2010 Growth hormone-
releasing hormone activates sleep regulatory neurons of the rat 
preoptic hypothalamus. American Journal of Physiology. Regulatory, 
Integrative and Comparative Physiology 298 R147–R156. (https://doi.
org/10.1152/ajpregu.00494.2009)

Peterson AB, Zhou H, Thomas KE & Daugherty J 2021 Traumatic brain 
injury-related hospitalizations and deaths by age group, sex, and 
mechanism of injury: United States 2016/2017. Atlanta, GA, USA: Centers 
for Disease Control and Prevention, U.S. Department of Health and 
Human Services. (available at: https://stacks.cdc.gov/view/cdc/111900)

https://doi.org/10.1016/j.tree.2008.10.008
https://doi.org/10.3389/fendo.2019.00149
https://doi.org/10.32614/RJ-2017-066
https://doi.org/10.32614/RJ-2017-066
https://doi.org/10.1111/cen.12237
https://doi.org/10.1016/j.wneu.2016.03.045
https://doi.org/10.3171/2017.10.jns17352
https://doi.org/10.3389/fneur.2021.722526
https://stacks.cdc.gov/view/cdc/5571
https://stacks.cdc.gov/view/cdc/5571
https://www.ncbi.nlm.nih.gov/books/NBK279163/
https://www.ncbi.nlm.nih.gov/books/NBK279163/
https://doi.org/10.1089/neu.2013.2990
https://doi.org/10.3389/fendo.2021.634415
https://doi.org/10.3389/fendo.2021.634415
https://doi.org/10.3389/fneur.2021.804139
https://doi.org/10.3389/fneur.2021.804139
https://doi.org/10.1007/s004010050421
https://doi.org/10.1007/s004010050421
https://doi.org/10.1017/cbo9781139236065.001
https://doi.org/10.1017/cbo9781139236065.001
https://doi.org/10.1089/neu.2015.4339
https://doi.org/10.1089/neu.2015.4339
https://doi.org/10.1249/MSS.0b013e31819fcd1b
https://doi.org/10.1210/edrv.21.6.0416
https://doi.org/10.1530/EC-20-0347
https://doi.org/10.1001/archpsyc.62.7.742
https://doi.org/10.1001/archpsyc.62.7.742
https://doi.org/10.1089/neu.2008.0751
https://doi.org/10.1159/000094152
https://doi.org/10.1159/000094152
https://doi.org/10.3390/ijms20133323
https://doi.org/10.3390/ijms20133323
https://doi.org/10.1371/journal.pbio.1000412
https://doi.org/10.1371/journal.pbio.1000412
https://doi.org/10.1095/biolreprod17.2.298
https://doi.org/10.1089/neu.2015.4127
https://doi.org/10.1007/s40273-014-0210-6
https://doi.org/10.1007/s40273-014-0210-6
https://doi.org/10.3389/fneur.2019.01410
https://doi.org/10.3389/fneur.2019.01410
https://doi.org/10.1016/B978-0-12-823036-7.00029-3
https://doi.org/10.1016/B978-0-12-823036-7.00029-3
https://doi.org/10.1186/s12874-019-0666-3
https://doi.org/10.1152/ajpregu.00494.2009
https://doi.org/10.1152/ajpregu.00494.2009
https://stacks.cdc.gov/view/cdc/111900


Journal of Endocrinology (2024) 260 e230157
https://doi.org/10.1530/JOE-23-0157

J Ortiz et al.

Picut CA, Remick AK, De Rijk EP, Simons ML, Stump DG & Parker GA 
2015 Postnatal development of the testis in the rat: morphologic study 
and correlation of morphology to neuroendocrine parameters. 
Toxicologic Pathology 43 326–342. (https://doi.
org/10.1177/0192623314547279)

Pleasant JM, Carlson SW, Mao H, Scheff SW, Yang KH & Saatman KE 
2011 Rate of neurodegeneration in the mouse controlled cortical impact 
model is influenced by impactor tip shape: implications for mechanistic 
and therapeutic studies. Journal of Neurotrauma 28 2245–2262. (https://
doi.org/10.1089/neu.2010.1499)

Popovic V 2005 GH deficiency as the most common pituitary defect after 
TBI: clinical implications. Pituitary 8 239–243. (https://doi.org/10.1007/
s11102-006-6047-z)

Prins ML, Hales A, Reger M, Giza CC & Hovda DA 2010 Repeat traumatic 
brain injury in the juvenile rat is associated with increased axonal injury 
and cognitive impairments. Developmental Neuroscience 32 510–518. 
(https://doi.org/10.1159/000316800)

Reifschneider K, Auble BA & Rose SR 2015 Update of Endocrine 
Dysfunction following Pediatric traumatic Brain Injury. Journal of Clinical 
Medicine 4 1536–1560. (https://doi.org/10.3390/jcm4081536)

Rose SR, Municchi G, Barnes KM, Kamp GA, Uriarte MM, Ross JL, Cassorla F 
& Cutler GB 1991 Spontaneous growth hormone secretion increases during 
puberty in normal girls and boys. Journal of Clinical Endocrinology and 
Metabolism 73 428–435. (https://doi.org/10.1210/jcem-73-2-428)

Rose SR & Auble BA 2012 Endocrine changes after pediatric traumatic 
brain injury. Pituitary 15 267–275. (https://doi.org/10.1007/s11102-011-
0360-x)

Rowe RK, Rumney BM, May HG, Permana P, Adelson PD, Harman SM, 
Lifshitz J & Thomas TC 2016a Diffuse traumatic brain injury affects 
chronic corticosterone function in the rat. Endocrine Connections 5  
152–166. (https://doi.org/10.1530/EC-16-0031)

Rowe RK, Ziebell JM, Harrison JL, Law LM, Adelson PD & Lifshitz J 2016b 
Aging with traumatic Brain Injury: effects of Age at Injury on Behavioral 
Outcome following Diffuse Brain Injury in Rats. Developmental 
Neuroscience 38 195–205. (https://doi.org/10.1159/000446773)

Rowe RK, Harrison JL, Ellis TW, Adelson PD & Lifshitz J 2018 Midline 
(central) fluid percussion model of traumatic brain injury in pediatric 
and adolescent rats. Journal of Neurosurgery. Pediatrics 22 22–30. (https://
doi.org/10.3171/2018.1.PEDS17449)

Rowe RK, Murphy SM, Handmaker H & Lifshitz J 2021 Population-level 
epidemiology of concussion concurrent with domestic violence in 
Arizona, USA. Journal of Neurotrauma 38 2301–2310. (https://doi.
org/10.1089/neu.2021.0022)

Ryan NP, Catroppa C, Godfrey C, Noble-Haeusslein LJ, Shultz SR, 
O'brien TJ, Anderson V & Semple BD 2016 Social dysfunction after 
pediatric traumatic brain injury: A translational perspective. Neuroscience 
and Biobehavioral Reviews 64 196–214. (https://doi.org/10.1016/j.
neubiorev.2016.02.020)

Saenger P 2003 Dose effects of growth hormone during puberty. 
Hormone Research 60(Supplement 1) 52–57. (https://doi.
org/10.1159/000071226)

Sayrs LW, Ortiz JB, Notrica DM, Kirsch L, Kelly C, Stottlemyre R, Cohen A, 
Misra S, Green TR, Adelson PD, et al. 2022 Intimate partner violence, 
clinical indications, and other family risk factors associated with 
pediatric abusive head trauma. Journal of Interpersonal Violence 37 
NP6785–NP6812. (https://doi.org/10.1177/0886260520967151)

Scheepens A, Sirimanne E, Beilharz E, Breier BH, Waters MJ, 
Gluckman PD & Williams CE 1999 Alterations in the neural growth 
hormone axis following hypoxic-ischemic brain injury. Brain Research. 
Molecular Brain Research 68 88–100. (https://doi.org/10.1016/s0169-
328x(99)00051-0)

Sengupta P 2013 The laboratory rat: relating its age with Human's. 
International Journal of Preventive Medicine 4 624–630.

Sundaram NK, Geer EB & Greenwald BD 2013 The impact of traumatic 
brain injury on pituitary function. Endocrinology and Metabolism Clinics of 
North America 42 565–583. (https://doi.org/10.1016/j.ecl.2013.05.003)

Thurman DJ 2016 The epidemiology of traumatic brain injury in children 
and youths: a review of research since 1990. Journal of Child Neurology 
31 20–27. (https://doi.org/10.1177/0883073814544363)

Venugopal SP 2019 Effect of melatonin on the onset of puberty in male 
juvenile rats. Anatomy and Cell Biology 52 286–295. (https://doi.
org/10.5115/acb.18.122)

Wexler TL, Reifschneider K, Backeljauw P, Cardenas JF, Hoffman AR, 
Miller BS & Yuen KCJ 2023 Growth hormone deficiency following 
traumatic brain injury in pediatric and adolescent patients: Presentation, 
Treatment, and Challenges of Transitioning from Pediatric to Adult 
Services. Journal of Neurotrauma 40 1274–1285. (https://doi.org/10.1089/
neu.2022.0384)

https://doi.org/10.1177/0192623314547279
https://doi.org/10.1177/0192623314547279
https://doi.org/10.1089/neu.2010.1499
https://doi.org/10.1089/neu.2010.1499
https://doi.org/10.1007/s11102-006-6047-z
https://doi.org/10.1007/s11102-006-6047-z
https://doi.org/10.1159/000316800
https://doi.org/10.3390/jcm4081536
https://doi.org/10.1210/jcem-73-2-428
https://doi.org/10.1007/s11102-011-0360-x
https://doi.org/10.1007/s11102-011-0360-x
https://doi.org/10.1530/EC-16-0031
https://doi.org/10.1159/000446773
https://doi.org/10.3171/2018.1.PEDS17449
https://doi.org/10.3171/2018.1.PEDS17449
https://doi.org/10.1089/neu.2021.0022
https://doi.org/10.1089/neu.2021.0022
https://doi.org/10.1016/j.neubiorev.2016.02.020
https://doi.org/10.1016/j.neubiorev.2016.02.020
https://doi.org/10.1159/000071226
https://doi.org/10.1159/000071226
https://doi.org/10.1177/0886260520967151
https://doi.org/10.1016/s0169-328x(99)00051-0
https://doi.org/10.1016/s0169-328x(99)00051-0
https://doi.org/10.1016/j.ecl.2013.05.003
https://doi.org/10.1177/0883073814544363
https://doi.org/10.5115/acb.18.122
https://doi.org/10.5115/acb.18.122
https://doi.org/10.1089/neu.2022.0384
https://doi.org/10.1089/neu.2022.0384

	Abstract
	Introduction
	Materials and methods
	Rigor
	Animals
	Midline fluid percussion injury
	Tissue collection
	Immunohistochemistry
	Imaging and analysis
	Quantification of growth hormone
	Statistical analyses

	Results
	Diffuse TBI suppressed acute neurological reflexes
	Brain-injured rats had a lower terminal body weight at 18 DPI compared to shams
	GH levels increased with age and were altered by TBI
	The number of somatostatin neurons did not substantially differ between brain-injured and sham rats
	Mean number of somatostatin neurons positively predicted GH levels in the medial preoptic area

	Discussion
	Conclusion
	Declaration of interest
	Funding
	Author contribution statement
	Acknowledgements
	References

