http:/rjms.iums.ac.ir WAS 5 F oled YV oy93 15il) iy Sasjs ogle alan

g B e B o e 0

£

gy dlio J

SL=B0 ) ol gud CEL 30 CPT2 g Malonyl-CoA s 3 3T 9 cowid SN D pao 9 (53192 (3 yo3 il
b

Ol eOlRd «s2)ls3 o8l (59l 528 09,8 (e amae (S5did (5> (sl 1 9N (Gie

hrajabi 1346@gmail.COM (Jstus odiusss #) oyl ()l h5 co0i)lss oKl ¢ 555 (5595w 095 cdliwsl 2 iy o

Ol QR pde oy o823 (B39 S5l 5b 09)S bl 19S5 LS,
Ol lrs esoi)led oKy €05y (558092348 09,5 el s LSy dasmo

LXN €3

Wojlgans ) )
Sl Bam A Bl e i it poley OMSUs I (So mas Bl dles | il (slacdl 4 cawl g cobd 180 g Ao}

lop et CPT2 ; Malonyl-CoA b )aSgie slamisl » owis)lS Jl Spae 5 ilsp (03 b G Simoy ol plos]

o8 I Dy bd ey olSgun 4o
Malonyl-CoA 945 Ol gl gigwtdl S50 jl e 0a)S Yo r BVDe jliang 315 Oy juo ¥O pilo (25 o plosl sl 1,5 (g

CPT2 0 STZ o 039 55k 52 sl 235 ko 00 325 b (23 (slaog S N ol 09,5 b &0 (ol ybo &
33,8 Bl (Shes Cype @ eyl Sl e S ke Ve dlig; o i JoSe slrog S il (b (Bl @9

«wobd
5 A @B Ve o ds ddby 1 yio Vo Gy b Jol dtin &S 0 plool dian )0 o) 0 g diad & Cdo 4y (g5lsn oyl doliy

Sl psie Sy 4 )d B s 5 A BB Fr Gle @Dy o Vo Gy dy ool ity (glol )0 g £opub 4> yiio Capid
bl gy 5l 8 (6550l oS gm S8l 1 g 13,9 oS0 dliasg 4y (05 Al (3T 5l Gy sl VY 3w
A5 ookl odls Jdod g 45505 Cgr (S5 o 90l 5 dnly o uib,ly Julos

S im0l 1S 500 CPT2 s 1y (5 1 Bpae 5 csilh 005 (ol 55 ol (35 > Hlnidly
Loy oS gun bl (5,08 510 MAIONYI-COA (Jlie 5 (o) (ime glis Jlo ol b (P47 +A) 5 osalite
(P=I3YY) s ol (i ylS I OB puce g (gilon o yod aomas > (b

4 Sy ygia b gl 31 oolitel on b Jolos 13 g (2o 4 ()18 I JoSa 5 s3lom e 3 g b 16 5 At
Do oo dmogd (b 3,8l

/Y)Y sl gl

/¥ ol &b

ol 0i 3155 sgdle a5
ol @il Jlo ols 2455 Colos 2

:lio oyl 4 slcaw! oguid
Angouti M, Ragjabi H, Gharakhanlou R, Dehkhoda MR. The effect of aerobic training and intake of L-Carnitine
on Malonyl-CoA and CPT2 enzymes in hippocampus tissue of diabetic rats. Razi J Med Sci. 2020;27(4):122-
130.

w438 33 < ygu0 CC BY-NC-SA 3.0 by (Galloo SHT (aw yiand o 90043 allie ¢yl pliiisl™


https://orcid.org/0000-0002-3276-1598

Razi Journal of Medical Sciences. 2020;27(4):122-130.

< [BIIPA JO Ajisianun ued)
§e

http://rims.iums.ac.ir

o

2

'( Original Article

L

*'Press

The effect of aerobic training and intake of L-Carnitine on Malonyl-CoA
and CPT2 enzymesin hippocampustissue of diabetic rats

Mahdi Angouti, PhD Stduent in Neuromuscular Physiology, Department of Physiology, Kharazmi University, Tehran, Iran
Hamid Rajabi, Professor, Department of Sport Physiology, Kharazmi University, Tehran, Iran (* Corresponding author)

hragjabi1346@gmail.com

Reza Gharakhanlou, Professor, Department of Sport Physiology, Tarbiat-Modarres University, Tehran, Iran
Mohammad Reza Dehkhoda, Associate Professor, Department of Sport Physiology, Kharazmi University, Tehran, Iran

Abstract

Background: Diabetes is known as one of the diseases that has imposed many health, social and
economic problems on human societies and has spread widely in recent decades (1). Glucose
metabolism and related disorders for the central nervous system (CNS) and astrocytes, which are the
most important glial cells of the central nervous system; It is important. Therefore, disorders of the
hypothalamus, cerebral cortex and hippocampus, vascular disorders of the brain, etc. are among the
complications of diabetes on the central nervous system (3). Among the brain regions, the hippocampus
is one of the most sensitive areas that is vulnerable to harmful factors such as ischemia, stress and
especialy diabetes, during which it undergoes neurophysiological, structural and molecular changes
such as decreased neurogenesis 3 and atrophy. Hippocampus (4), which leads to one of the significant
changes caused by diabetes, namely neuronal death in the hippocampus (5).

Due to the fact that insulin resistance and type 2 diabetes are characterized by hyperglycemia,
hyperinsulinemia, increased plasma FFA levels, decreased fat oxidation ability and fat accumulation in
body cells (6). And this increase in fat content has a high relationship with insulin resistance and the
main cause of this accumulation of fat is mitochondrial dysfunction (7). Two mitochondrial enzymes
that are important in the fat metabolism of cellsin the body are Maonyl-CoA and CPT2. Maonyl-CoA,
a coenzyme derived from malonic acid, plays an essentia role in the transport of fatty acids into the
mitochondria and in their synthesis. Are fatty acids (8). Accordingly, some evidence suggests that
reducing the amount of malonyl coenzyme A reduces insulin resistance (10).In this regard, carnitine
palmitol transferase 2 is a mitochondrial protein that is attached to the inner part of the mitochondrial
membrane and plays a key role in the transport of fatty acids into the cell for beta oxidation (11). The
regulation of CPT-2 activity by Malonyl-CoA or other metabolic mediators is not directly or indirectly
known (12). One of the supplements that has been shown to facilitate beta oxidation of long chain fatty
acids and participate in the metabolism of branched-chain amino acids and fix cell membranes is L-
carnitine (14). Due to the fact that L-carnitine is able to transport the acetate group from the
mitochondria to the cytoplasm, thereby reducing the ratio of acetyl coenzyme A to coenzyme A in the
mitochondria, thereby increasing the activity of the enzyme pyruvate dihydrogenase and thus glucose
catabolism. Give (15). Therefore, taking this supplement may be able to improve mitochondrial
disorders caused by diabetes in various tissues, including nerve tissue.

On the other hand, in addition to nutrition and various supplements, physical activity and exercise have
been proposed as a way to control diabetes disorders (16). In confirmation of this, exercise activity in
diabetic rats by reducing blood sugar levels, causes cell proliferation and increases the synaptic plasticity
of neuronsin the hippocampus of the brain (17). In fact, exercise creates endogenous neuroprotection by
reducing endogenous neurons and protecting them against diabetic neuropathy, and ultimately reducing
diabetic cognitive and motor disorders (18), thus increasing activity. Regular exercise can improve the
malleability of the brain (19), the antioxidant system (20), and the upregulation of neurotrophins (21).
Considering the above and considering the negative effects of diabetes on various body systems on the
one hand and irreparable damage to society, researchers are always looking to discover the best way to
prevent and treat this dangerous complication. Various studies have been performed on the effect of
increased plasma L-carnitine on FFA intake or exercise endurance capacity following oral
administration or intravenous injection; In this regard, some findings suggest that L-carnitine
supplementation increases fat oxidation (25) decreases carbohydrate oxidation (26) improves exercise
(27) and reduces recovery time following exercise (28) Leads. Given the above and differences in
research results on the effect of aerobic exercise and L-carnitine on mitochondrial disorders on the one
hand and the lack of research on the subject of research on the hippocampus on the other hand and
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discovering a way to minimize the negative effects of diabetes Specifically, the increase in cdllular fat
content in the hippocampus, the researcher seeks to answer the question of whether increased aerobic
activity and consumption of L-carnitine have an effect on mitochondrial factors in the hippocampus of
diabetic rats or not?

Methods: This research is of developmental type and its method is experimental. In which the ethical
principles of working with laboratory animals, such as the availability of water and food, and proper
storage conditions, and how to kill mice were observed.

The statistical population of the present study consisted of male Wistar ratsin the weight range of 250 to
300 g and 6 to 8 weeks of age that were bred at the Razi Serum Laboratory Animal Breeding Center.
From the statistical population, 45 rats were randomly selected as a statistical sample and randomly
divided into 6 groups. Groups include 1) sham injection group (5 rats), 2) healthy control (8 rats), 3)
diabetic control group (8 rats), 4) diabetic group receiving L-carnitine (8 rats), 5) The diabetic group was
aerobic exercise (8 rats) 6) The diabetic group was aerobic exercise and received L-carnitine (8 rats). In
the diabetic group, animals became diabetic by injecting streptozotocin (STZ) at 55 mg / kg body
weight. 48 hours after STZ injection, hyperglycemia was confirmed by glucose oxidase assay with
biosystem kit. Thus, rats with serum glucose above 300 mg / dL were considered diabetic. In the diabetic
and exercise groups, the animals ran on a treadmill for six weeks after induction of diabetes. Rats
receiving L-carnitine received 100 mg of L-carnitine (29, 30) oraly daily for 6 weeks. Aerobic exercise
groups also performed a training program including aerobic exercise on a treadmill, 5 days a week, from
9amto 11 am, for 6 weeks (31).

Results: In the present study, the effect of aerobic exercise and consumption of L-carnitine on the
mitochondrial CPT2 content of hippocampal tissue was observed (p= 0.008). However, there was no
significant difference in the number of Malonyl-CoA mitochondriain the hippocampal tissue of diabetic
rats as a result of aerobic exercise and L-carnitine administration (p= 0.227). The effect of aerobic
exercise and alcarnitine consumption on Malonyl-CoA and CPT2 enzymes in the hippocampal tissue of
diabetic rats was investigated. Based on the results of Tukey post hoc test, it was shown that diabetesis
associated with a significant increase in Malonyl-CoA mitochondria of hippocampal tissue. Consistent
with a study by Badiopada et a. (2006) that increased Malonyl-CoA levels and decreased fatty acid
oxidation showed key abnormalitiesin insulin resistance in type 2 diabetic specimens (32).

In general, exercise can stimulate lipid oxidation and inhibit lipid synthesisin the liver, aprocess that is
mediated by activation of the AMPK pathway (33). However, as the results of the present study show,
the response of Malonyl-CoA to exercise is different in hippocampal tissue, so it is possible that
Malonyl-CoA levelsin different tissues respond differently to exercise. The lack of significant changein
Malonyl-CoA levels in the hippocampal tissue of diabetic specimens and the aerobic exercise program
with L-carnitine can be attributed to changes in tissue insulin sensitivity and tissue oxidation. In the
present study, the interaction between aerobic exercise and L-carnitine consumption had no effect on
Malonyl-CoA hippocampus in rats. Although there are several mechanisms involved in supporting the
effects of exercise on diabetes, the type of exercise and the dose of L-carnitine supplementation can also
affect the results. Therefore, further studies are needed to discover the mechanism of Malonyl-CoA
changes in the hippocampus, especially in diabetic specimens following L-carnitine exercise and
consumption.

The present study showed that diabetes was associated with a significant decrease in hippocampal tissue
CPT2 index and the results showed that aerobic exercise and L-carnitine consumption had no effect on
rat hippocampal CPT2. But the interaction of aerobic exercise and supplementation significantly
increased CPT2 in the rat hippocampus. The palmitoyl carnitine transferase (CPT) system contains two
enzymes, CPT | and CPT II, and are involved in the transport of long-chain fatty acids into the
mitochondrial compartment. The enzymes are CPT | in the outer membrane and CPT Il in the inner
membrane of the mitochondria (11). The results of Aminizadeh et a. (2017) on the regulation of cellular
energy homeostasis in the skeletal muscle of male rats after four weeks of endurance training showed
that the expression of carnitine palmityl transferase 1 beta gene in the endurance training group was
significantly higher than the control group (34). However, the exact mechanisms of the effect of exercise
on CPT Il regulation in hippocampal tissue are not well understood. Also, the physiological significance
of the natural inhibition of CPT Il by malonyl coa has not been determined. However, due to the high
sensitivity of CPT Il to Maonyl-CoA, it can be stated that changesin CPT Il level are dependent on the
level of Malonyl-CoA (35).

Conclusion: Due to the effect of aerobic exercise and L-carnitine supplement alone and in interaction,
using them in consultation with a physician is recommended for diabetics.
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