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Trauma-induced primary damage is followed by secondary damage, exacerbating traumatic brain injury
(TBI). Dexpanthenol has been shown to protect tissues against oxidative damage in various inflammation
models. This study aimed to investigate possible antioxidant and neuroprotective effects of dexpanthenol
in TBI.

Wistar albino male rats were randomly assigned to control (n = 16), trauma (n = 16) and dexpan-
thenol (500 mg/kg; n = 14) groups. TBI was induced under anesthesia by dropping a 300 g weight from
70-cm height onto the skulls of the rats. Twenty-four hours after the trauma, the rats were decapitated
and myeloperoxidase (MPO) levels, luminol- and lucigenin-enhanced chemiluminescence (CL), malondi-
aldehyde (MDA) levels, superoxide dismutase (SOD) levels, and catalase (CAT) and caspase-3 activities
were measured in brain tissues. Following transcardiac paraformaldehyde perfusion, histopathological
damage was graded on hematoxylin-eosin-stained brain tissues.

In the trauma group, MPO level, caspase-3 activity and luminol-lucigenin CL levels were elevated
(p < 0.05-0.001) when compared to controls; meanwhile in the dexpanthenol group these increases were
not seen (p < 0.05-0.001) and MDA levels were decreased (p < 0.05). Decreased SOD and CAT activities
(p < 0.01) in the vehicle-treated TBI group were increased above control levels in the dexpanthenol group
(p < 0.05-0.001). in the dexpanthenol group there was relatively less neuronal damage observed micro-
scopically in the cortices after TBI.

Dexpanthenol reduced oxidative damage, suppressed apoptosis by stimulating antioxidant systems
and alleviated brain damage caused by TBI. Further experimental and clinical investigations are needed
to confirm that dexpanthenol can be administered in the early stages of TBI
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Introduction ity of life of TBI patients [2]. In TBI pathophysiology, trauma-

induced primary injury is followed by secondary injury, exacerbat-

Mild traumatic brain injury (mTBI) is the most common TBI
encountered in clinical settings [1]. Neurologic deficits, behav-
ioral alterations and cognitive problems dramatically affect qual-
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ing TBI [2,3]. Secondary injury mainly includes disruption of en-
ergy metabolism, oxidative stress, lipid peroxidation, inflammation
and apoptosis [4,5]. Pharmacological studies aim to ameliorate the
effects of secondary injury-related cascades [6-8]. To date, only a
few agents have proven to effectively reduce symptom burden in
mTBI; thereby high-quality and clinically reliable further studies
are still needed [9].

Dexpanthenol  (D-panthenol; (+)-2,4-dihydroxy-N-  (3-
hydroxypropil)-3,3 dimethilbutiramide), also known as provitamin
B5, is a biologically active alcohol form of panthotenic acid [10].
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It is water soluble [11] and has antioxidant, anti-inflammatory,
antiapoptotic, and neuroprotective activities [11-14]. Dexpanthenol
has been shown to protect brain tissue against oxidative damage
and apoptosis in a neuroinflammation model [15] and to protect
against streptozotocin-induced neuronal damage [16]. In a cerebral
ischemia and reperfusion model, dexpanthenol has exerted potent
antioxidant activity and was found to be neuroprotective [14]. The
current study was aimed to investigate possible anti-inflammatory,
antioxidant and neuroprotective effects of dexpanthenol in a mTBI
model.

Materials and methods
Experimental groups

In this study, all experimental procedures were reviewed and
approved by the Marmara University Animal Care and Use Com-
mittee (12.2017.mar). All experiments and animal care were con-
ducted in accordance with the European Communities Council Di-
rective for experimentation, September 22, 2010 (2010/63/EU) and
the ARRIVE guidelines were applied. Forty-six adult male Wistar
albino rats weighing 250-400 g were housed in an air-conditioned
room with 12-h light and dark cycles, maintained at constant tem-
perature (22 + 2 °C) and relative humidity (65%-70%). They were
fed standard laboratory chow and had free access to water.

The rats were randomly assigned to one of the three groups:

. Control group (n = 16): Rats underwent only a skin incision
and received a single intraperitoneal dose of saline (0.9% NaCl,
0.1 ml/100 g) immediately after surgery. Nontraumatized brain
samples were obtained 24 h after surgery; some samples were
used for biochemical analysis (n = 10), whereas others were
stored in formaldehyde solution for histopathological analysis
(n =6).

. Trauma group (n = 16): Rats underwent TBI as described be-
low and received a single intraperitoneal dose of saline imme-
diately after TBI. Brain samples were removed 24 h after injury
and used for biochemical (n = 10) or histopathological (n = 6)
analysis.

. Dexpanthenol group (n = 14): Rats received a single intraperi-
toneal dose of dexpanthenol (500 mg/kg; Bepanthen, Bayer
Tirk Kimya, Turkey) immediately after TBI. The selected dose
of dexpanthenol was based on that used in previous studies
[13,17]. Brain samples were used for biochemical (n = 8) and
histopathological (n = 6) analysis 24 h after TBIL

Anesthesia and induction of TBI

The animals were anesthetized by an intraperitoneal injection
of a combination of 10 mg/kg xylazine (Rompun, Bayer, Turkey)
and 50 mg/kg ketamine (Ketalar, Parke Davis, Turkey) and were al-
lowed to breathe spontaneously. A moderate brain injury model,
described by Marmarou et al. [18] and modified by Ucar et al.
[19], was applied for head trauma. Rats were placed in prone po-
sition on the table and supported on a 10-cm foam bed that pro-
vided deceleration after impact. A midline incision was made on
the head, and the coronal and lambdoid sutures were identified. A
metallic disk of 10 mm diameter and 3 mm thickness was fixed
to the cranium using bone wax between the two cranial sutures
and the midline. Trauma was applied at the point where the disk
was placed on the midline. A lead object weighing 300 g was al-
lowed to fall freely from a height of 70 cm through a copper tube
on to the metal disk over the skull of the rat [6]. After the induc-
tion of injury, the metallic disk was removed, the surgical area was
cleaned, and the skin was sutured.

All the animals were decapitated 24 h after the trauma follow-
ing anesthesia, and the brains were carefully removed. Samples of

1066

Injury 54 (2023) 1065-1070

forebrain tissues were obtained in a standardized manner by excis-
ing the same parts of the brain for the analysis of each parameter.

Biochemical analyses

Measurement of myeloperoxidase activity in brain tissue

Myeloperoxidase (MPO), an enzyme that is mainly located in
the azurophilic granules of polymorphonuclear leukocytes, is com-
monly used to demonstrate the accumulation of neutrophils in tis-
sues [20]. Tissue MPO activity was evaluated by measuring the hy-
drogen peroxide-dependent oxidation of o-dianizidine dihydrochlo-
ride. One unit alteration of enzyme activity measured at 460 nm
and 37 °C was determined to be the amount of the MPO present
per gram of tissue [21].

Chemiluminescence measurements in brain tissue
Chemiluminescence (CL) is a direct, noninvasive method of
measuring the activity of reactive oxygen radicals using luminol
and lucigenin as enhancer probes. When added to in vitro biolog-
ical systems, luminol and lucigenin produce high levels of excited
products. Excited electrons from these compounds generate radi-
ating light energy or CL that can be detected by a luminometer.
Luminol detects radicals such as hydroxyl ions, hydrogen peroxide,
and hydrochloric acid, whereas lucigenin is selective to superoxide
anions [22,23]. Results were expressed as relative light units/mg
tissue (rlu/mg). The detailed protocol was previously published [6].

Determination of tissue malondialdehyde levels

Homogenized brain samples (in 10% trichloracetic acid) were
centrifuged (4 °C, 3000 rpm, 15 min) and the supernatants re-
centrifuged (4 °C, 15,000 rpm, 8 min). The lipid peroxide levels
were determined by spectrophotometry at 535 nm wave-length
and expressed as nanomoles of MDA per gram tissue. The detailed
protocol was previously published [6].

Determination of tissue superoxide dismutase and catalase activity

Superoxide dismutase (SOD) activity in the brain samples was
measured as previously described [24]. Absorbance was measured
at 460 nm with a Shimadzu UV-02 model spectrophotometer. A
standard curve was prepared using bovine SOD (Sigma-Aldrich;
S-2515-3000 U, USA) as a reference. Absorbance readings were
obtained prior to and 8 min after illumination, and the net ab-
sorbance was calculated.

The method for measuring catalase (CAT) activity is based on
the catalytic activity of the enzyme in the decomposition reaction
of H,0, yielding H,0 and O, [25]. The detailed protocol for these
measurements was previously published [6].

Measurement of tissue caspase-3 activity

To determine the levels of caspase-3 activity in the brain tis-
sue, a commercial kit (Rat Caspase 3, Casp-3 ELISA Kit, Kat.No:
SLO152Ra, Sunlong Biotech Co. Ltd., China) was used; as per the
manufacturer’s instructions. Supernatants of tissue homogenates
were used for measuring the activity of the apoptotic marker
caspase-3.

Histopathological examination

Animals were anesthetized with ketamine and xylazine as de-
scribed previously and 4% paraformaldehyde in phosphate buffer
(pH 7.4) was perfused through the aorta. After decapitation, the
brains of the animals were removed from the skull and immersed
in the same fixative for 24 h at 4 °C. Tissues were then embed-
ded in paraffin and 5-pm-thick coronal sections were created using
a rotary microtome. The sections were stained with hematoxylin
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Fig. 1. Bar graphs showing tissue myeloperoxidase (MPO) activity (A), luminol levels (B), lucigenin levels (C), malondialdehyde (MDA) activity (D), superoxide dismutase
(SOD) activity (E), catalase (CAT) activity (F) of the study groups. Values are expressed as mean + SD. (*p < 0.05, **p < 0.01, ***p < 0.001 compared with the control group;

++p < 0.01, +++p < 0.001 compared with the trauma group).

and eosin stain and examined under a photomicroscope (Olym-
pus BX51, Japan). The severity of neuronal damage in the cortex
was scored semiquantitatively as: 0 = no, 1 = mild, 2 = moder-
ate, and 3 = severe damage. Pyknotic nuclei and intense staining
of the shrunken neuronal perikarya were considered in scoring the
degree of neuronal degeneration. Histopathology was scored on a
9-point scale that included subscores for neuronal degeneration,
pericellular and vascular edema (0-3 points each) [6-8].

Statistical analysis

Data were analyzed using GraphPad Prism 6.0 (GraphPad Soft-
ware, San Diego, CA, USA) and expressed as means + SEM. Analysis
of biochemical data was performed using one-way variance analy-
sis. Values of p < 0.05 were considered to be statistically signifi-
cant.

Results
Biochemical evaluation

Myeloperoxidase activity (U/g tissue)

MPO activity was significantly higher in the brain samples of
trauma group than that of the control group (p < 0.001), revealing
that cerebral MPO activity was increased after TBI. However, in the
dexpanthenol group cerebral MPO activity was significantly lower
than that in the trauma group (p < 0.001) (Fig. 1A).

Chemiluminescence measurement (rlu/mg)

Both luminol- and lucigenin-enhanced chemiluminescence lev-
els were higher in the trauma group those in the control group
(p < 0.001 and p < 0.05, respectively). Dexpanthenol treatment
prevented the elevation of luminol-enhanced CL levels (p < 0.01
Fig. 1B). Lucigenin-enhanced CL values tended to decrease in
the dexpanthenol group, but did not reach statistical significance
(Fig. 1C).

Malondialdehyde levels
MDA levels showed a tendency to increase in the trauma group
as compared to controls (p > 0.05). However, in the dexpanthenol-
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Fig. 2. Bar graphs showing tissue caspase-3 activity of the study groups. Values
are expressed as mean =+ SD. (***p < 0.001 compared with the control group;
++p < 0.01 compared with the trauma group).

treated group, a significant decrease in MDA was observed as com-
pared to trauma group (p < 0.05; Fig. 1D).

Superoxide dismutase and catalase activity (U/mg protein)

Compared with the control group, cerebral SOD activity was de-
creased following TBI (p < 0.01), while dexpanthenol treatment to-
tally abolished this reduction (p < 0.001; Fig. 1E). When we evalu-
ated CAT activity, there was a tendency to decrease in CAT activity
in the trauma group, but this decrease was not significant. In the
dexpanthenol group, the CAT activity was even greater than that of
the control group (p < 0.05; Fig. 1F).

Caspase-3 activity (nmol/mg protein)

Caspase-3 activity was significantly higher in the trauma group
than in the control group (p < 0.001), while treatment with
dexpanthenol significantly inhibited the TBI-induced increase in
caspase-3 activity (p < 0.01; Fig. 2).

Histopathological evaluation

Normal neuropil structure and neurons with uniform morphol-
ogy, large nuclei, and distinct nucleoli were prominent in the cor-
tices of control rats (Fig. 3A). Compared with the controls, neuronal
damage with pyknotic cell nuclei were detected in the traumatized
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Fig. 3. Photomicrographs showing hematoxylin and eosin staining in the cortices of experimental groups. Control group (A) showed regular neuronal morphology and
neuropil structure. Evident degeneration of neurons was observed in the trauma group (B). In the dexpanthenol group (C), degenerated neurons were decreased. Arrowhead:

neurons with normal morphology; arrow: degenerated neurons, bars: 20 pm.
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Fig. 4. Bar graphs showing tissue histological scores of the study groups. Values
are expressed as mean + SD. (***p < 0.001 compared with the control group;
+++p < 0.001 compared with the trauma group).

rats (Fig. 3B). The histological score of the trauma group showed a
significant increase when compared with that of the control group
(p < 0.001; Fig. 4). Following dexpanthenol treatment, less neu-
ronal damage was observed with less prominent effects of trauma
on neuropil structure (Fig. 3C). Compared with the trauma group,
the dexpanthenol group had a significantly lower histological score
(p < 0.001; Fig. 1F).

Discussion

Traumatic brain injury (TBI) is a leading cause of disability
and death [26]. Primary injury is directly caused by trauma, while
secondary injury results from ionic imbalance due to lack of en-
ergy, excitotoxicity, oxidative stress, lipid peroxidation, and apop-
tosis [27]. Pharmacologic studies have attempted to reverse the ef-
fects of secondary injury, but to date there is lack of evidence for
effectiveness of the candidate agents in TBI.

Dexpanthenol is renowned for its effects on skin and is com-
monly used in wound healing [28]. The alcohol analog of pan-
tothenic acid (also known as vitamin B5) [29], dexpanthenol has
been shown in previous studies to protect tissues from oxidative
damage [17,30]; in addition, dexpanthenol’s anti-inflammatory and
antiapoptotic activity has been long recognized [11]. Dexpanthenol
has an important role in the health and function of the brain
[31,32]. It takes part in the synthesis of several neurotransmitters
[33,34] and has been reported to show potential antioxidant and
neuroprotective activity in a cerebral ischemia-reperfusion injury
model [14]. Similarly, dexpanthenol treatment ameliorated brain
damage in gamma irradiated rats. Dexpanthenol’s antioxidant ac-
tivity has been associated with improved levels of amino acid neu-
rotransmitters which play significant roles in energy metabolism
[35]. Dexpanthenol treatment given after streptozotocin-induced
memory deficit was shown to ameliorate inflammation, and to
preserve cognitive functions by restoring cholinergic system neu-
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rons [16]. Dexpanthenol’s recently-discovered neuroprotective ac-
tivity gives hope for its use in clinical practice as an easily accessi-
ble and affordable treatment for neuroinflammation.

MPO enzyme activity is a marker of neutrophil infiltration to
damaged tissues [36]. In previous studies, we have observed that
MPO activity is also a reliable indicator of oxidative stress and neu-
roinflammation in mild TBI [6-8]. In the current study, MPO activ-
ity was significantly increased after mTBI, and dexpanthenol treat-
ment depressed the MPO activity significantly. This indicates that
dexpanthenol treatment alleviates the damage induced by neu-
trophil activation and migration. Elevated luminol- and lucigenin-
enhanced chemiluminescence levels also indicate oxidative stress
in TBI studies and were reported to be significantly increased
at 24 h after mTBI [6-8]. In parallel, our recent study also re-
vealed that luminol-enhanced chemiluminescence levels were sig-
nificantly decreased after dexpanthenol treatment, but lucigenin-
enhanced chemiluminescence levels were insignificantly decreased.
MPO activity is required for luminol bioluminesce, but lucigenin
is independent from MPO and mostly related to chronic inflam-
mation [37]. This biological difference could explain the difference
between luminol and lucigenin bioluminescence.

Structural damage seen after TBI promotes calcium influx, re-
sulting in increased reactive oxygen species production [38]. Mem-
brane lipid peroxidation is an indicator of excess oxidative stress
and MDA is produced during the peroxidation of membrane
polyunsaturated fatty acids [39]. Our study noted a tendency for
MDA levels to increase without significance, but also noted dex-
panthenol brought about a significant decrease in MDA levels. This
proves that TBI related membrane lipid peroxidation is eased with
dexpanthenol treatment. Since the tissues produce antioxidant en-
zymes during excess oxidative stress and the utilization of antioxi-
dant enzymes is much greater during oxidative stress [40], antiox-
idant therapies are one of the key players in TBI studies [41,42].
A potent antioxidant agent, dexpanthenol was previously shown to
be effective in a neuroinflammation model [15]. It has been shown
that MDA levels increase and SOD enzyme is consumed within
24 h of TBI [43-46]. CAT, another antioxidant enzyme, is also re-
portedly consumed within 24 h of TBI [47]. In our study, SOD lev-
els and CAT levels were significantly decreased after TBI but there
was no significance. After dexpanthenol treatment both SOD and
CAT activities were significantly increased, even above control lev-
els. These findings confirm the potent antioxidant activity of dex-
panthenol after mTBIL

Apoptosis is one of the cell death pathways seen following TBI,
and caspase-3 is one of the most important indicators of apop-
totic cell death [48]. It has been reported that caspase-3 levels are
increased following mTBI [6,43-47]. Besides its antioxidant prop-
erties, dexpanthenol is also known for its antiapoptotic activities
[11,15]. Our study has shown that caspase-3 level was signifi-
cantly increased in the trauma group and dexpanthenol treatment
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provided a significant decrease in caspase-3 level, indicating that
dexpanthenol treatment exerts antiapoptotic properties during the
early period of mTBI .

Neuroprotective activity of dexpanthenol has been previously
reported [14,16]. Following TBI, histopathological changes are im-
portant parameters for evaluating the morphological changes and
neuroprotection. In our previous study, we have shown that the
mTBI model resulted in histological changes in the traumatized
brain tissues [6]. Similarly, in the trauma group of the present
study, there was prominent hemorrhage, edema, neuronal damage,
irregular cell structures, pyknotic cell nuclei, and cytoplasmic dete-
rioration, with prominent perineuronal and perivascular edema. In
contrary, the dexpanthenol group showed reductions in neuronal
damage and edema, which were correlated with lower histological
scores as compared to the score of the trauma group. These find-
ings strengthen our previous findings and it is posssible to con-
clude that dexpanthenol is a potent neuroprotective agent in mTBI
model.

Different TBI models with changing severity and different
dosages and treatment times could have been investigated; more
diverse and comprehensive biochemical parameters could have
been implemented; and ultrastructural analysis with electron mi-
croscopic examination could have been introduced to demonstrate
pathophysiological changes and behavioral outcomes could have il-
luminated treatment outcomes. Nevertheless, the current study is
the first to report the antioxidant, anti-inflammatory, antiapoptotic
and neuroprotective activity of dexpanthenol in a mTBI model.

Conclusion

Dexpanthenol reduced oxidative damage and neuroinflamma-
tion and suppressed apoptosis by stimulating antioxidant systems,
thereby alleviating brain damage caused by mTBI. Further experi-
mental and clinical investigations are needed to confirm that dex-
panthenol can be administered in clinical practice in the early
stages of mTBI.

Declarations of Competing Interest

None.
References

[1] Maas AIR, Menon DK, Adelson PD, Andelic N, Bell M], Belli A, et al. Traumatic
brain injury: integrated approaches to improve prevention, clinical care, and
research. Lancet Neurol 2017;16(12):987-1048.

[2] Kaur P, Sharma S. Recent advances in pathophysiology of traumatic

brain injury. Curr Neuropharmacol 2018 Oct; 16(8):1224-38. doi:10.2174/

1871530318666180423121833.

Ng SY, Lee AYW. Traumatic brain injuries: pathophysiology and potential ther-

apeutic targets. Front Cell Neurosci 2019 Nov 27;13:528. doi:10.3389/fncel.

2019.00528.

Lozano D, Gonzales-Portillo GS, Acosta S, de la Pena I, Tajiri N, Kaneko Y,

et al. Neuroinflammatory responses to traumatic brain injury: etiology, clin-

ical consequences, and therapeutic opportunities. Neuropsychiatr Dis Treat
2015;11:97-106. doi:10.2147/NDT.S65815.

Salehi A, Zhang JH, Obenaus A. Response of the cerebral vasculature following

traumatic brain injury. ] Cereb Blood Flow Metab 2017;37(7):2320-39. doi:10.

1177/0271678X17701460.

Demir D, Kuru Bektasoglu P, Koyuncuoglu T, Kandemir C, Akakin D, Yiiksel M,

et al. Neuroprotective effects of mildronate in a rat model of traumatic brain

injury. Injury 2019 Oct;50(10):1586-92. doi:10.1016/j.injury.2019.08.036.

P Kuru Bektasoglu, Koyuncuoglu T, Akbulut S, Akakin D, iP Eyiiboglu, Erzik C,

et al. Neuroprotective effect of plasminogen activator inhibitor-1 antago-

nist in the rat model of mild traumatic brain injury. Inflammation 2021

Dec;44(6):2499-517. doi:10.1007/s10753-021-01520-0.

P Kuru Bektasoglu, Koyuncuoglu T, Demir D, Sucu G, Akakin D, i Peker

Eyiiboglu, et al. Neuroprotective effect of cinnamaldehyde on secondary brain

injury after traumatic brain injury in a rat model. World Neurosurg 2021

Sep;153:e392-402. doi:10.1016/j.wneu.2021.06.117.

Feinberg C, Carr C, Zemek R, Yeates KO, Master C, Schneider K, et al. Asso-

ciation of pharmacological interventions with symptom burden reduction in

patients with mild traumatic brain injury: a systematic review. JAMA Neurol

2021 May 1;78(5):596-608. doi:10.1001/jamaneurol.2020.5079.

3

[4

(5

[6

[7

(8

[9

1069

Injury 54 (2023) 1065-1070

[10] Ebner F, Heller A, Rippke F, Tausch I
in skin disorders. Am ] Clin Dermatol
00128071-200203060-00005.

[11] Wojtczak L, Slyshenkov VS. Protection by pantothenic acid against apoptosis
and cell damage by oxygen free radicals-the role of glutathione. Biofactors
2003;17(1-4):61-73. doi:10.1002/biof.5520170107.

[12] Ogden M, Karaca SB, Aydin G, Yuksel U, Dagli AT, Akkaya S, et al. The healing
effects of thymoquinone and dexpanthenol in sciatic nerve compression in-
jury in rats. J Invest Surg 2021 May;34(5):504-12. doi:10.1080/08941939.2019.
1658831.

[13] Korkmaz MF, Parlakpinar H, Erdem MN, Ceylan MF, Ediz L, Samdanci E, et al.
The therapeutic efficacy of dexpanthenol on sciatic nerve injury in a rat model.
Br J Neurosurg 2020 Aug;34(4):397-401. doi:10.1080/02688697.2020.1749984.

[14] Zakaria MM, Hajipour B, Khodadadi A, Afshari F. Ameliorating effects of dex-

panthenol in cerebral ischaemia reperfusion induced injury in rat brain. ] Pak

Med Assoc 2011 Sep;61(9):889-92.

Ozdamar Unal G, Asci H, Erzurumlu Y, Ilhan I, Hasseyid N, Ozmen O. Dex-

panthenol may protect the brain against lipopolysaccharide induced neu-

roinflammation via anti-oxidant action and regulating CREB/BDNF signal-
ing. Immunopharmacol Immunotoxicol 2022 Apr;44(2):186-93. doi:10.1080/

08923973.2021.2025246.

Erdogan MA, Yigitturk G, Erbas O, Taskiran D. Neuroprotective effects of dex-

panthenol on streptozotocin-induced neuronal damage in rats. Drug Chem

Toxicol 2021 Apr 20:1-9. doi:10.1080/01480545.2021.1914464.

Li-Mei W, Jie T, Shan-He W, Dong-Mei M, Peng-Jiu Y. Anti-inflammatory

and anti-oxidative effects of dexpanthenol on lipopolysaccharide induced

acute lung injury in mice. Inflammation 2016 Oct;39(5):1757-63. doi:10.1007/
s10753-016-0410-7.

Marmarou A, Foda MA, van den Brink W, Campbell |, Kita H, Demetriadou K. A

new model of diffuse brain injury in rats. Part I: pathophysiology and biome-

chanics. ] Neurosurg 1994;80(2):291-300.

[19] Ucar T, Tanriover G, Gurer I, Onal MZ, Kazan S. Modified experimental mild
traumatic brain injury model. ] Trauma 2006;60(3):558-65.

[20] Tugtepe H, Sener G, Biyikli NK, Yiiksel M, Cetinel S, Gedik N, et al. The protec-
tive effect of oxytocin on renal ischemia/reperfusion injury in rats. Regul Pept
2007;140(3):101-8.

[21] Bradley PP, Priebat DA, Christensen RD, Rothstein G. Measurement of cuta-
neous inflammation: estimation of neutrophil content with an enzyme marker.
] Invest Dermatol 1982;78(3):206-9.

[22] Deshpande SS. Principles and applications of luminescence spectroscopy. Crit
Rev Food Sci Nutr 2001;41(3):155-224.

[23] Krol W, Czuba Z, Scheller S, Gabrys ], Grabiec S, Shani J. Anti-oxidant property
of ethanolic extract of propolis (EEP) as evaluated by inhibiting the chemilu-
minescence oxidation of luminol. Biochem Int 1990;21(4):593-7.

[24] Mylroie AA, Collins H, Umbles C, Kyle ]. Erythrocyte superoxide dismutase ac-
tivity and other parameters of copper status in rats ingesting lead acetate. Tox-
icol Appl Pharmacol 1986;82(3):512-20.

[25] Aebi H, Wyss SR, Scherz B, Skvaril F. Heterogeneity of erythrocyte catalase
II. Isolation and characterization of normal and variant erythrocyte catalase
and their subunits. Eur ] Biochem 1974 Oct 1;48(1):137-45. doi:10.1111/j.
1432-1033.1974.tb03751.x.

[26] Dewan MC, Rattani A, Gupta S, Baticulon RE, Hung YC, Punchak M, et al. Es-
timating the global incidence of traumatic brain injury. ] Neurosurg 2018 Apr
1:1-18. doi:10.3171/2017.10.JNS17352.

[27] Sullivan PG, Keller JN, Mattson MP, Scheff SW. Traumatic brain injury alters
synaptic homeostasis: implications for impaired mitochondrial and transport
function. ] Neurotrauma 1998;15(10):789-98.

[28] Lekkevik E, Skovlund E, Reitan JB, Hannisdal E, Tanum G. Skin treatment with
bepanthen cream versus no cream during radiotherapy-a randomized con-
trolled trial. Acta Oncol 1996;35(8):1021-6. doi:10.3109/02841869609100721.

[29] National Center for Biotechnology Information (2022). PubChem compound
summary for CID 131204, Dexpanthenol. Retrieved March 26, 2022 from https:
//pubchem.ncbi.nlm.nih.gov/compound/Dexpanthenol.

[30] Altintas R, Parlakpinar H, Beytur A, Vardi N, Polat A, Sagir M, Odabas GP. Pro-
tective effect of dexpanthenol on ischemia-reperfusion-induced renal injury in
rats. Kidney Blood Press Res 2012;36(1):220-30.

[31] Uchida Y, Ito K, Ohtsuki S, Kubo Y, Suzuki T, Terasaki T. Major involvement of
Na(+) -dependent multivitamin transporter (SLC5A6/SMVT) in uptake of biotin
and pantothenic acid by human brain capillary endothelial cells. ] Neurochem
2015 Jul;134(1):97-112. doi:10.1111/jnc.13092.

[32] Kennedy DO. B vitamins and the brain: mechanisms, dose and efficacy-a re-
view. Nutrients 2016 Jan 27;8(2):68. doi:10.3390/nu8020068.

[33] Rucker R.B., and Bauerly K. 2013. Pantothenic acid. In: Zempleni ], Suttie JW,

Gregory III JF, Stover PJ, editors. Handbook of vitamins. 5th ed. Boca Raton:

CRC Press.

Gominak SC. Vitamin D deficiency changes the intestinal microbiome re-

ducing B vitamin production in the gut. The resulting lack of pantothenic

acid adversely affects the immune system, producing a "pro-inflammatory"

state associated with atherosclerosis and autoimmunity. Med Hypotheses 2016

Sep;94:103-7. doi:10.1016/j.mehy.2016.07.007.

Sm S, Hn S, Na E, As H. Curative role of pantothenic acid in brain damage of

gamma irradiated rats. Indian J Clin Biochem 2018;33(3):314-21. doi:10.1007/

$12291-017-0683-0.

Taoka Y, Okajima K, Uchiba M, Murakami K, Kushimoto S, Johno M, et al.

Role of neutrophils in spinal cord injury in the rat. Neuroscience 1997

Aug;79(4):1177-82. doi:10.1016/s0306-4522(97)00011-0.

Topical use of dexpanthenol
2002;3(6):427-33. doi:10.2165/

[15]

[16]

[17]

[18]

[34]

(35]

[36]


http://refhub.elsevier.com/S0020-1383(23)00122-5/sbref0001
https://doi.org/10.2174/1871530318666180423121833
https://doi.org/10.3389/fncel.2019.00528
https://doi.org/10.2147/NDT.S65815
https://doi.org/10.1177/0271678X17701460
https://doi.org/10.1016/j.injury.2019.08.036
https://doi.org/10.1007/s10753-021-01520-0
https://doi.org/10.1016/j.wneu.2021.06.117
https://doi.org/10.1001/jamaneurol.2020.5079
https://doi.org/10.2165/00128071-200203060-00005
https://doi.org/10.1002/biof.5520170107
https://doi.org/10.1080/08941939.2019.1658831
https://doi.org/10.1080/02688697.2020.1749984
http://refhub.elsevier.com/S0020-1383(23)00122-5/sbref0014
https://doi.org/10.1080/08923973.2021.2025246
https://doi.org/10.1080/01480545.2021.1914464
https://doi.org/10.1007/s10753-016-0410-7
http://refhub.elsevier.com/S0020-1383(23)00122-5/sbref0018
http://refhub.elsevier.com/S0020-1383(23)00122-5/sbref0019
http://refhub.elsevier.com/S0020-1383(23)00122-5/sbref0020
http://refhub.elsevier.com/S0020-1383(23)00122-5/sbref0021
http://refhub.elsevier.com/S0020-1383(23)00122-5/sbref0022
http://refhub.elsevier.com/S0020-1383(23)00122-5/sbref0023
http://refhub.elsevier.com/S0020-1383(23)00122-5/sbref0024
https://doi.org/10.1111/j.1432-1033.1974.tb03751.x
https://doi.org/10.3171/2017.10.JNS17352
http://refhub.elsevier.com/S0020-1383(23)00122-5/sbref0027
https://doi.org/10.3109/02841869609100721
https://pubchem.ncbi.nlm.nih.gov/compound/Dexpanthenol
http://refhub.elsevier.com/S0020-1383(23)00122-5/sbref0030
https://doi.org/10.1111/jnc.13092
https://doi.org/10.3390/nu8020068
https://doi.org/10.1016/j.mehy.2016.07.007
https://doi.org/10.1007/s12291-017-0683-0
https://doi.org/10.1016/s0306-4522(97)00011-0

P. Kuru Bektasoglu, T. Koyuncuoglu, D. Ozaydin et al.

[37] Tseng JC, Kung AL. In vivo imaging of inflammatory phagocytes. Chem Biol
2012 Sep 21;19(9):1199-209. doi:10.1016/j.chembiol.2012.08.007.

[38] Siedler DG, Chuah MI, Kirkcaldie MT, Vickers ]JC, King AE. Diffuse axonal in-
jury in brain trauma: insights from alterations in neurofilaments. Front Cell
Neurosci 2014;8:429. doi:10.3389/fncel.2014.00429.

[39] Esterbauer H, Schaur R], Zollner H. Chemistry and biochemistry of 4-
hydroxynonenal, malonaldehyde and related aldehydes. Free Radic Biol Med
1991;11(1):81-128. doi:10.1016/0891-5849(91)90192-6.

[40] Evans PH. Free radicals in brain metabolism and pathology. Br Med Bull
1993;49(3):577-87.

[41] Di Pietro V, Yakoub KM, Caruso G, Lazzarino G, Signoretti S, Barbey AK, et al.
Antioxidant therapies in traumatic brain injury. Antioxidants 2020;9(3):260.
doi:10.3390/antiox9030260.

[42] Hall ED, Vaishnav RA, Mustafa AG. Antioxidant therapies for traumatic brain
injury. Neurotherapeutics 2010 Jan;7(1):51-61. doi:10.1016/j.nurt.2009.10.021.

[43] Kertmen H, Giirer B, Yilmaz ER, Kanat MA, Arikok AT, Ergiider BI, et al. Antiox-
idant and antiapoptotic effects of darbepoetin-« against traumatic brain injury
in rats. Arch Med Sci 2015;11(5):1119-28. doi:10.5114/aoms.2015.54869.

1070

Injury 54 (2023) 1065-1070

[44] Ozay R, Tirkoglu E, Giirer B, Dolgun H, Evirgen O, Ergiider BI, et al. Does
decorin protect neuronal tissue via its antioxidant and antiinflammatory ac-
tivity from traumatic brain injury? An experimental study. World Neurosurg
2017;97:407-15. doi:10.1016/j.wneu.2016.09.115.

Ozay R, Tirkoglu ME, Giirer B, Dolgun H, Evirgen O, Ergiider BI, et al. The
protective effect of omeprazole against traumatic brain injury: an experimental
study. World Neurosurg 2017;104:634-43. doi:10.1016/j.wneu.2017.04.136.
Yilmaz ER, Kertmen H, Giirer B, Kanat MA, Arikok AT, Ergiider BI, et al. The
protective effect of 2-mercaptoethane sulfonate (MESNA) against traumatic
brain injury in rats. Acta Neurochir (Wien) 2013;155(1):141-9. doi:10.1007/
s00701-012-1501-3.

Song J, Du G, Wu H, Gao X, Yang Z, Liu B, Cui S. Protective effects of quercetin
on traumatic brain injury induced inflammation and oxidative stress in cortex
through activating Nrf2/HO-1 pathway. Restor Neurol Neurosci 2021;39(1):73-
84. doi:10.3233/RNN-201119.

Liou AK, Clark RS, Henshall DC, Yin XM, Chen J. To die or not to die for
neurons in ischemia, traumatic brain injury and epilepsy: a review on the
stress-activated signaling pathways and apoptotic pathways. Prog Neurobiol
2003;69(2):103-42.

[45]

[46]

[47]

(48]


https://doi.org/10.1016/j.chembiol.2012.08.007
https://doi.org/10.3389/fncel.2014.00429
https://doi.org/10.1016/0891-5849(91)90192-6
http://refhub.elsevier.com/S0020-1383(23)00122-5/sbref0040
https://doi.org/10.3390/antiox9030260
https://doi.org/10.1016/j.nurt.2009.10.021
https://doi.org/10.5114/aoms.2015.54869
https://doi.org/10.1016/j.wneu.2016.09.115
https://doi.org/10.1016/j.wneu.2017.04.136
https://doi.org/10.1007/s00701-012-1501-3
https://doi.org/10.3233/RNN-201119
http://refhub.elsevier.com/S0020-1383(23)00122-5/sbref0048

	Antioxidant and neuroprotective effects of dexpanthenol in rats induced with traumatic brain injury
	Introduction
	Materials and methods
	Experimental groups
	Anesthesia and induction of TBI
	Biochemical analyses
	Measurement of myeloperoxidase activity in brain tissue
	Chemiluminescence measurements in brain tissue
	Determination of tissue malondialdehyde levels
	Determination of tissue superoxide dismutase and catalase activity
	Measurement of tissue caspase-3 activity

	Histopathological examination
	Statistical analysis

	Results
	Biochemical evaluation
	Myeloperoxidase activity (U/g tissue)
	Chemiluminescence measurement (rlu/mg)
	Malondialdehyde levels
	Superoxide dismutase and catalase activity (U/mg protein)
	Caspase-3 activity (nmol/mg protein)

	Histopathological evaluation

	Discussion
	Conclusion
	Declarations of Competing Interest
	References


