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Abstract
Background  The widespread misuse of synthetic cannabinoids (SCs) has led to a notable increase in reported adverse effects, 
raising significant health concerns. SCs use has been particularly associated with acute kidney injury (AKI). However, the 
pathogenesis of SCs-induced AKI is not well-understood.
Methods  We investigated the nephrotoxic effect of acute administration of N-[(1S)- 1-(aminocarbonyl)-2-methylpropyl]-
1-[(4-fluorophenyl)methyl]-1H-indazole-3-carboxamide (AB-FUBINKA) (3 mg/kg for 5 days) in mice. Various parameters 
of oxidative stress, inflammation, and apoptosis have been quantified. The expressions of mitochondrial complexes (I–V) 
in renal tissues were also assessed.
Results  Our findings showed that AB-FUBINACA induced substantial impairment in the renal function that is accompanied 
by elevated expression of renal tubular damage markers; KIM-1 and NGAL. Administration of AB-FUBINACA was found 
to be associated with a significant increase in the expression of oxidative stress markers (iNOS, NOX4, NOX2, NOS3) and 
the level of lipid peroxidation in the kidney. The expression of pro-inflammatory markers (IL-6, TNF-alpha, NF-kB) was also 
enhanced following exposure to AB-FUBINACA. These findings were also correlated with increased expression of major 
apoptosis regulatory markers (Bax, caspase-9, caspase-3) and reduced expression of mitochondrial complexes I, III, and IV.
Conclusion  These results indicate that AB-FUBINACA can trigger oxidative stress and inflammation, and activate caspase-
dependent apoptosis in the kidney, with these processes being possibly linked to disruption of mitochondrial complexes and 
could be an underlying mechanism of SCs-induced nephrotoxicity.
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Abbreviations
SCs	� Synthetic cannabinoids
AKI	� Acute kidney injury
THC	� Δ9-Tetrahydrocannabinol
CB1R	� Cannabinoid receptors 1
CB2R	� Cannabinoid receptors 2
ECs	� Endocannabinoid system
KIM-1	� Kidney injury molecule-1
NGAL	� Neutrophil gelatinase-associated lipocalin
iNOS	� Inducible nitric oxide synthase
NOX4	� NADPH oxidase 4
NOX2	� NADPH oxidase 2
NOS3	� Nitric oxide synthase 3
IL-1B	� Interleukin-1 beta
IL-6	� Interleukin-6
TNF alpha	� Tumor necrosis factor alpha

NF-κB	� Nuclear factor-kappa
ROS	� Reactive oxygen species

Introduction

Synthetic cannabinoids (SCs) are a class of chemically 
designed substances that have been widely used as a popu-
lar alternative to Δ9-tetrahydrocannabinol (THC), the pri-
mary psychoactive component of cannabis [1, 2]. These 
substances act as a full agonist at the cannabinoid receptors 
1 and 2 (CB1R and CB2R) and demonstrate much higher 
potency and binding affinities when compared to THC [3, 4]. 
Over the past few years, the recreational use of these drugs 
has gained increasing popularity worldwide, and has been 
associated with the emergence of a wide range of adverse 
health effects [1, 5, 6].
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In particular, SCs ingestion has been associated with 
potential renal complication [7]. Several case reports 
described a direct link between SCs consumption and the 
development of acute kidney injury (AKI), this includes 
cases of adolescent and adult patients with no preexisting 
signs of renal disease [8–14]. These patients usually pre-
sented to the emergency departments with various symp-
toms such as intense nausea, vomiting, and flank pain, 
while medical records demonstrated elevated serum levels 
of creatinine and urea. Histopathological examination of 
renal biopsies of some patients also showed acute tubular 
necrosis and interstitial nephritis.

The expression of functional CB1R and CB2R has been 
detected in a variety of cell types in human and rodent 
kidneys, including podocytes, endothelial, mesangial 
and proximal tubule cells [15–17], and it has been shown 
that the endocannabinoid system (ECs) is essential for 
maintaining appropriate renal homeostasis and function. 
It was demonstrated that ECs is substantially involved 
in the regulation of urinary protein excretion, tubular 
sodium transport, glomerular filtration rate, and renal 
vascular hemodynamics [18, 19]. In addition, activation 
of cannabinoid receptors was found to be implicated 
in the pathogenesis of several kidney diseases [20]. 
Therefore, it is reasonable to expect that SCs may have 
a critical role in the dysregulation of ECs and leads to 
renal complication [21]. Two in vitro studies from the 
same group suggested a shared mechanism of SCs-induced 
nephrotoxicity in human proximal tubule cells (HK-2) that 
mainly involved dysregulation of mitochondrial function. 
SCs were found to induce hyperpolarization of the 
mitochondrial membrane and increase ATP production, 
which subsequently trigger energy-dependent apoptotic 
cell death pathways [22, 23]. Although SCs appear to 
compromise the normal mitochondrial function in vitro, 
the exact underlying mechanisms involved still need 
further investigation. In addition, the evaluation of in vivo 
SCs-induced nephrotoxicity, which has not yet been 
addressed in the literature, also needs to be investigated.

This study represents the first in  vivo assess-
ment of SCs-induced nephrotoxicity using N-[(1S)-
1-(aminocarbonyl)-2-methylpropyl]-1-[(4-fluorophenyl)
methyl]-1H-indazole-3-carboxamide (AB‑FUBINKA), 
a widely abused synthetic cannabinoid that belongs to 
the indazole carboxamide family and has been linked to 
numerous hospitalizations and deaths [24, 25]. We evalu-
ated the nephrotoxic effect of acute administration of AB-
FUBINACA in mouse animal model. Various parameters 
of oxidative stress, inflammation, and apoptosis have been 
quantified. Moreover, we investigated the proposed notion 
regarding the possible alteration of mitochondrial func-
tion by evaluating the mitochondrial respiratory chain 
complexes.

Materials and methods

Animals and treatments

All procedures for the animal experiments were approved 
by the ethics committee for use of animals in research at 
Yarmouk University (No. IACUC/2021/14). All methods 
were performed in accordance with the relevant guidelines 
and regulations. Twenty adult Balb/c mice weighing 
(23–25 g) were individually housed in a controlled room 
with 21 ± 2 °C temperature, 12:12 h light/dark cycle, and 
with ad libitum access to food and water. Experimental 
animals (n = 10) were given an intraperitoneal injection of 
3 mg/kg AB-FUBINACA (Cayman Chemical, Michigan, 
USA) dissolved in vehicle solution (consisting of 5% 
ethanol, 5% Tween 80, and 90% saline) for 5 days. The 
acute AB-FUBINACA dose was chosen based on previous 
research [26, 27]. The control animals (n = 10) received 
daily injections of vehicles for the same time period. On 
day 6, 24 h after the last injection animals were sacrificed 
for blood and kidney sampling collection.

Renal function monitoring

An immunoassay analyzer was used to measure serum 
creatinine, urea, K + , and Na + levels (ARCHITECT 
i1000SR, Abbott Laboratories, Illinois, USA). The 
reference range for each biomarker that was used for 
analyzing and interpreting the results are as the following: 
creatinine 0.06–0.76 mg/dl, urea 30–45 mg/dl, sodium 
142–164 mmol/l, and Potassium 3.0–8.3 mmol/l [28].

Histopathological examination 
and immunohistochemistry

Renal tissue was fixed in 10% paraformaldehyde and 
processed for paraffin-embedding. Renal tissue blocks 
were sliced into 5 μm thick sections. For histopathologi-
cal examination, sections were stained with a periodic 
Acid-Schiff (PAS) stain kit (ab150680, Abcam, Cam-
bridge, UK). For immunohistochemistry, sections were 
first dewaxed in xylene and rehydrated in four changes 
of graded ethanol. Endogenous peroxidase activity was 
blocked by methanol peroxide. Sections were then treated 
at 120  °C in 10  mM citrate buffer (pH 6) for antigen 
retrieval. Staining was conducted using the following 
antibodies: KIM-1 (sc-518008, Santa Cruz Biotechnology, 
Heidelberg, Germany) and NGAL (sc-515876, Santa Cruz 
Biotechnology). Antibody binding was detected using the 
biotinylated secondary antibodies and avidin-peroxidase 
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method (ABC-HRP kit, Vector Laboratories, Peterbor-
ough, UK) using DAB brown chromogen (Vector Labo-
ratories). Slides were counterstained and examined under 
an Optika microscope.

Total RNA isolation and cDNA synthesis

Total RNA extraction was performed using a total RNA 
isolation kit (JenaBioscience, Germany) Following the 
manufacturer’s instructions. The QuantiFluor RNA System 
and Quantus Fluorometer from Promega, Madison, USA, 
were used to determine the quantity and purity of the RNA 
(Promega, Madison, USA). First-strand cDNA was produced 
from RNA using a RevertAid First-strand cDNA synthesis 
kit (Thermo Fisher Scientific, USA) in accordance with 
the manufacturer’s instructions using 1 ug of total RNA. 
Samples were frozen at − 80 °C to be used in real-time PCR.

Quantitative real‑time PCR (qPCR)

The quantitative real-time PCR (qPCR) technique was 
used to determine the expression levels of the mRNAs. 
The Line-Gene 9600 Real-Time PCR system was used 
for the qPCR (Bioer Technology, Bingjiang, China). The 
Primer 3 software was used to design the primer sets used 
for each gene (shown in Table 1). (Whitehead Institute for 
Biomedical Re-search). The qPCR reaction was carried out 
according to the manufacturer’s protocol using the SYBR-
PCR master mix (FirePol qPCR Master Mix). The 2 − ∆∆Ct 
method was used to compute the relative expression. To 
normalize the expression for the mRNA levels, the mean 
of housekeeping gene GAPDH was used as an internal 
reference. Each sample was examined in triplicate. The fold 
expression was calculated according to the 2 − ∆∆Ct method.

Assessment of malondialdehyde (MDA) levels

The level of malondialdehyde (MDA) in the renal tis-
sues was measured as marker of lipid peroxidation using 

commercially available TBARS assay kit (R&D systems, 
KGE013) and normalized to protein concentration. The 
assay procedure was performed following the manufacturer’s 
instructions. The colored product of the reaction of MDA 
with thiobarbituric acid was measured spectrophotometri-
cally at 532 nm. The MDA content was expressed as nmol/
mg protein.

Western blotting

The protein levels for GP91, NOS3, Bax, Caspase-3, 
Caspase-9, NF-KB, and mitochondrial complexes (I-V) 
were measured by western blotting using species-specific 
antibodies. Briefly, total protein levels were measured 
by NanoDrop™ Lite Spectrophotometer (ThermoFisher 
Scientific) and 50 μg of protein was loaded onto SDS-
PAGE. Following electrophoresis, proteins were transferred 
to PVDF membrane and incubated with appropriate 
primary antibodies; GP91 (Santa Cruz Biotechnology 
Cat # sc-74514), NOS3 (Santa Cruz Biotechnology Cat # 
sc-376751), Bax (Santa Cruz Biotechnology, sc-20067), 
Caspase-3 (Santa Cruz Biotechnology Cat # sc-56053), 
Caspase-9 (Santa Cruz Biotechnology, sc-56073), 
NDUFB8 (Abcam, Cat # ab192878), SDHB (Santa Cruz 
Biotechnology, Cat # sc-271548), UQCRC2 (Santa Cruz 
Biotechnology, Cat # sc-390378), COX5a (Santa Cruz 
Biotechnology, Cat # sc-376907), ATP5A (Santa Cruz 
Biotechnology, Cat # sc-136178), NF-kB (Santa Cruz 
Biotechnology Cat # sc-166588), and corresponding 
secondary antibodies. The membranes were developed 
using Gel documentation imaging system (Vilber, France) 
and bands were quantified using ImageJ software for 
densitometry.

Statistical analysis

For all statistical analyses, GraphPad Prism was used (ver-
sion 8.0.0 for Windows, GraphPad Software, San Diego, CA, 
USA). The distribution of the data was normal (parametric). 

Table 1   List of primers used in 
this study

Gene Forward primer Reverse primer

KIM-1 5′- TCC​ACA​CAT​GTA​CCA​ACA​TCAA-3′ 5′- GTC​ACA​GTG​CCA​TTC​CAG​TC-3′
NGAL 5'- CTC​AGA​ACT​TGA​TCC​CTG​CC -3' 5'- TCC​TTG​AGG​CCC​AGA​GAC​TT-3'
NOX4 5′-TCA​TTT​GGC​TGT​CCC​TAA​ACG-3′ 5′-AAG​GAT​GAG​GCT​GCA​GTT​GAG-3′
NOX2 5′- CTG​GTG​TGG​TTG​GGG​CTG​AAT​GTC​-3′ 5′- CAG​AGC​CAG​TGC​TGA​CCC​AAG​GAG​T-3′
iNOS 5′-ATG​GAC​CAG​TAT​AAG​GCA​AGC-3′ 5′-GCT​CTG​GAT​GAG​CCT​ATA​TTG-3′
TNF-α 5′-AAG​CCT​GTA​GCC​CAC​GTC​GTA-3′ 5′-AGG​TAC​AAC​CCA​TCG​GCT​GG-3’
IL-1β 5'-AAC​CTG​CTG​GTG​TGT​GAC​GTTC-3 5'-CAG​CAC​GAG​GCT​TTT​TTG​TTGT-3'
IL-6 5'-ACA​ACC​ACG​GCC​TTC​CCT​ACTT-3' 5'-CAC​GAT​TTC​CCA​GAG​AAC​ATGTG-3'
Bax 5′- CTG​AGC​TGA​CCT​TGG​AGC​-3′ 5′- GAC​TCC​AGC​CAC​AAA​GAT​G-3
Bcl2 5′- GTG​GAT​GAC​TGA​GTA​CCT​ -3′ 5′- CCA​GGA​GAA​ATC​AAA​CAG​AG -3′
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The data were presented as mean ± standard error of the 
mean (SEM). To compare the two tested groups, an unpaired 
student t-test was used with p < 0.05 considered a significant 
difference.

Results

AB‑FUBINACA treatment induced nephrotoxic 
effects and acute tubular injury

The potential nephrotoxic effects of AB-FUBINACA treat-
ment were first investigated. We first evaluated the effect of 
AB-FUBINACA exposure on kidney function, the serum 
levels of creatinine, urea, K + , and Na + were measured in 
AB-FUBINACA treated group and compared to the vehicle 
group. As shown in Fig. 1, while no significant difference 
was shown in the serum creatinine level between treated and 
vehicle groups, the levels of urea, K + , and Na + were sig-
nificantly elevated in the serum of AB-FUBINACA group. 
These results indicate that AB-FUBINACA can initiate a 
deterioration in kidney function. The possible explanation 
for normal creatinine level in AB-FUBINACA treated mice 
is based on the fact that electrolyte disturbance occurs early 
and promptly following acute kidney injury, while creatinine 
substantially increases in the blood when kidney functions 
severely decline [29].

To confirm the possibility of kidney damage in AB-
FUBINACA treated mice, the expressions of Kidney Injury 
Molecule-1 (KIM-1) and Neutrophil Gelatinase-Associated 
Lipocalin (NGAL), markers of renal tubular damage and 
are closely associated with the early appearance of AKI 
[30–32], have been evaluated using RT-qPCR and immuno-
histochemistry. As shown in Fig. 2A, C, the mRNA expres-
sion of KIM-1 and NGAL was found to be significantly 
upregulated in the kidney of AB-FUBINACA treated group 
compared to vehicle group. In consistent with RT-qPCR 

data, the protein expression of these two markers was also 
observed to be markedly increased in the proximal tubules 
of kidneys in two AB-FUBINACA treated mice (Fig. 2B, 
D). Moreover, histopathological examination of one of these 
mice revealed multifocal acute tubular injury mainly in the 
proximal tubules including tubular epithelial vacuolization 
and flattening, thinning and simplification of brush borders, 
and sloughing of the tubular epithelial cells into their lumens 
(Fig. 3).

AB‑FUBINACA increased the level of oxidative stress 
and inflammation in the kidney

Since oxidative stress and inflammation have been suggested 
as key mediator of SCs-induced cytotoxicity [33–35], we 
investigated whether AB-FUBINACA treatment can initi-
ate oxidative stress and inflammation in renal tissue. The 
potential of AB-FUBINACA to induce oxidative stress was 
investigated by evaluating the mRNA and protein expression 
of major oxidative stress markers and determining the level 
of MDA. The results showed that the mRNA expression lev-
els of iNOS and NOX4 were significantly up-regulated in 
the kidney of AB-FUBINACA treated group compared to 
vehicle group, whereas no significant change was observed 
in NOX2 mRNA expression (Fig. 4A). Additionally, we 
performed western blot analysis to detect the expression of 
GP91/NOX2 and NOS3 and the results showed significant 
upregulation in the expression of these markers (Fig. 4B). 
The level of MDA was significantly increased in the kidney 
of AB-FUBINACA treated group compared to vehicle group 
(Fig. 4C) which further confirms the increase in the oxida-
tive stress level.

The tendency of AB-FUBINACA to trigger inflam-
matory response was first investigated by evaluating the 
mRNA expression of proinflammatory cytokines IL-1B, 
IL-6, and TNF-alpha. As shown in Fig. 5A, while no sig-
nificant change was observed in the expression of IL-1B, 

Fig. 1   Levels of serum Creatinine (A), Urea (B), Na + (C), and K + (D) in vehicle and AB-FUBINACA treated mice. Data presented as 
mean ± SEM.*p-value < 0.05
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the expression levels of IL-6 and TNF-alpha were shown 
to be significantly up-regulated in the kidney of AB-FUBI-
NACA treated group compared to vehicle group. We also 
determined the protein expression of Nuclear Factor-kappa 
B (NF-κB), a prototypical transcription factor that plays a 
crucial role in initiating proinflammatory signaling path-
way, and our result showed that NF-κB was significantly 
upregulated in the kidney of AB-FUBINACA treated mice 
(Fig. 5B).

AB‑FUBINACA induced apoptosis in the kidney

Previous reports have shown that SCs, via activation of 
CB1R, can induce apoptosis through mechanisms associated 
with mitochondrial membrane potential and activation of the 
caspase cascade [36–38]. To investigate whether AB-FUBI-
NACA exposure can initiate cell death through apoptosis, 

we examined the mRNA expression levels of pro-apoptotic 
marker Bax and anti-apoptotic marker Bcl2. As shown in 
Fig. 6A, the Bax to Bcl2 mRNA ratio significantly increased 
in the renal tissue of AB-FUBINACA treated group, indi-
cating the triggering of apoptosis. This is confirmed by the 
results of western blot analysis which showed a remarkable 
increase in the protein levels of Bax, Caspase-9, and Cas-
pase-3 (Fig. 6B) suggesting the potential role of AB-FUBI-
NACA in inducing apoptosis that was preceded by intense 
oxidative stress and inflammation.

AB‑FUBINACA disturbed mitochondrial respiratory 
chain complexes in the kidney

Accumulating findings have evidenced that SCs may medi-
ate their pharmacological and toxicological signatures by 
modulating the mitochondrial function and dynamics [39]. 

Fig. 2   A The relative expres-
sion level of KIM-1 mRNA in 
the kidney of AB-FUBINACA 
treated mice compared with 
vehicle treated mice. B Immu-
nohistochemistry staining of 
KIM-1 in the kidney AB-FUBI-
NACA and vehicle treated mice. 
C The relative expression level 
of NGAL mRNA in the kidney 
of AB-FUBINACA treated mice 
compared with vehicle treated 
mice. D Immunohistochemistry 
staining of NGAL in the kidney 
AB-FUBINACA and vehicle 
treated mice. Data presented as 
mean ± SEM.*p-value < 0.05

Fig. 3   Periodic Acid-Schiff (PAS) staining in renal tissue of vehicle 
and AB-FUBINACA treated mice. A Normal tubules and glomeruli 
in vehicle treated mice. B and C Proximal tubules show tubular epi-

thelial vacuolization and flattening, simplification of brush borders 
(black arrow in B), and sloughing of tubular epithelial cells (arrow 
head in C) in AB-FUBINACA treated mice
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The effects of cannabinoids on mitochondrial function and 
energy production have been suggested as a result of acti-
vation of CB1R present in outer mitochondrial membranes 
(mtCB1R) [40]. To investigate whether AB-FUBINACA 
treatment affects the mitochondrial system, we analyzed 
the expression of mitochondrial respiratory chain com-
plexes I–V in renal tissue by western blotting. Our results 
revealed that AB-FUBINACA treatment can reduce the 

level of complex I (NDUFB8), III (UQCRC2), and IV 
(COX5a) in mice kidneys (Fig. 7) indicating an impair-
ment in their activity. The downregulation in the level of 
these complexes may explain the massive upregulation in 
the level of oxidative stress markers as they are required to 
maintain the level of reactive oxygen species (ROS) within 
an acceptable unharmful range.

Fig.4   A The relative expression levels of iNOS, NOX4, and NOX2 
mRNA in the kidney of AB-FUBINACA treated mice compared with 
vehicle treated mice. B The expression level of NOX2 and NOS3 
proteins in the kidney of vehicle and AB-FUBINACA treated mice. 

C The malondialdehyde (MDA) levels in the kidney of vehicle and 
AB-FUBINACA treated mice. Data presented as mean ± SEM. 
*p-value < 0.05

Fig.5   A The relative expression 
levels of IL-1B, IL-6, and TNF-
Alpha mRNA in the kidney of 
AB-FUBINACA treated mice 
compared with vehicle treated 
mice. B The expression level of 
NF-kB protein in the kidney of 
vehicle and AB-FUBINACA 
treated mice. Data presented as 
mean ± SEM. *p-value < 0.05
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Discussion

Reports of SCs-related intoxication and death have 
substantially increased in recent years, turning its 
widespread recreational consumption into a burden 

on public health. In particular, a series of case studies 
reported AKI following use of SCs. Nevertheless, the 
pathophysiology of SCs-induced AKI remains not 
fully investigated. Therefore, assessing the underlying 
mechanism of SCs-induced nephrotoxicity is of paramount 
importance. In this study, we reported that acute 

Fig. 6   A The relative expression levels of Bax and Bcl2 mRNA and 
Bax/Bcl2 ratio in the kidney of AB-FUBINACA treated mice com-
pared with vehicle treated mice. B The expression level of Bax, 

Caspase-3, and Caspase-9 proteins in the kidney of vehicle and 
AB-FUBINACA treated mice. Data presented as mean ± SEM.*p-
value < 0.05

Fig. 7   The expression level of mitochondrial complexes (I-V) proteins in the kidney of vehicle and AB-FUBINACA treated mice. Data pre-
sented as mean ± SEM. *p-value < 0.05
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administration of AB-FUBINACA at the dose of 3 mg/
kg which has been previously shown to produce classical 
SCs effects in mice [26, 27] have the potential to impair 
renal function and induce tubular damage indicated by 
markedly augmented expression of renal tubular damage 
markers KIM-1 and NGAL. AB-FUBINACA was shown 
to be directly implicated with increased oxidative stress 
and inflammatory markers in addition to its potential 
role in triggering apoptosis by activation of caspase 
signaling, with these processes being possibly linked to 
mitochondrial disruption.

This study demonstrated that AB-FUBINACA treatment 
increased the expression of major oxidative stress markers 
(e.g. NOX2, NOX4, iNOS) and elevated the level of lipid 
peroxidation in the kidney, indicating an increased oxidative 
stress. The relationship between ECs and modulation of 
redox homeostasis has been evinced in literature. It has 
been demonstrated that the stimulation of the ECs induces 
the production of reactive oxygen species (ROS) in various 
tissue types [41, 42]. For example, activation of CB1R in 
human macrophages was found to be directly involved in 
increased production of ROS and concomitant TNF-α 
cytokine, with both responses being suppressed by blocking 
CB1R and/or activating CB2R [43]. In accordance with 
these data, evidence from a series of studies using animal 
models of cisplatin-induced nephropathy [44–47], in which 
it has been demonstrated that blocking the CB1R [45] or 
activating the CB2R [46, 47] can attenuate the cisplatin-
induced increase of oxidative stress and the associated 
inflammation, thus protecting against renal tubular 
damage. Similarly, the elevated levels of endocannabinoids 
in various renal cells in mouse models of type 1 and 2 
diabetes mellitus lead to increased oxidative stress as a 
result of renal CB1R activation [48]. Therefore, given that 
AB-FUBINACA is a full CB1R agonist, it can be speculated 
that the elevated level of oxidative stress in the kidney of 
AB-FUBINACA treated mice is a logical consequence to 
CB1R activation. Furthermore, this study also demonstrated 
that AB-FUBINACA treatment can immensely trigger an 
inflammatory (e.g. IL-6, TNF-α, and NF-κB) and apoptotic 
(e.g. Bax, caspase-9 and caspase-3) signaling pathways 
in the kidneys. Despite that both pathways can be directly 
linked to increased oxidative stress [43], stimulation of 
CB1R was shown to induce ROS- independent activation 
of p38 and JNK–MAPKs and NF-κB. Consequently, the 
activation of either route can lead to inflammation and 
apoptosis in the kidney [45, 49]. The findings of this study 
are in consistent with our recent report which showed that 
the administration of AB-FUBINACA in mice induced 
CBIR-dependent increase in the level of oxidative stress, 
neuroinflammation, and apoptosis in the hippocampus 
[50] and are also consistent with the in vitro assessment 
of the cytotoxic effects of SCs in SH-SY5Y neuronal 

cells demonstrated that exposure to AKB48 and JWH-
018 promotes oxidative stress and enhances inflammation 
through activating CB1R [33, 34]. Furthermore, our findings 
are in agreement with previous reports which suggested the 
involvement of caspase signaling in initiating SCs-related 
apoptosis by a mechanism dependent on CB1R activation 
[36–38].

The results of our study also suggested that 
AB-FUBINACA treatment reduced the activity of 
mitochondrial complexes I (NDUFB8), III (UQCRC2), and 
IV (COX5a) in the kidney, which indicated the possible role 
of AB-FUBINACA in inducing mitochondrial dysfunction. 
These results are in line with recent in vitro assessment 
of the nephrotoxic effect of various SCs, including 
AB-FUBINACA, using human proximal tubule cells (HK-
2) [22, 23], in which a dysregulation in the mitochondrial 
dynamics has been demonstrated as a potential underlying 
mechanism of SCs-induced nephrotoxicity. Indeed, 
acute activation of CB1R in renal proximal tubular cells 
was found to modulate the mitochondrial function and 
dynamics, leading to a reduction in the oxygen consumption 
rate and ATP synthesis, and causing an alteration in the 
mitochondrial biogenesis [51]. Moreover, accumulating 
findings have evidenced that acute exposure to cannabinoids 
induces full or partial inhibition of mitochondrial respiratory 
chain complexes [39]. For instance, Athanasiou et al. found 
that high micromolar concentrations of THC and the SC 
HU-210 decrease the e activities of complexes I and/
or II–III of the rat heart mitochondria [52]. Singh et al. 
demonstrated that THC and the SC WIN 55,212–2 can 
induce a concentration-dependent decrease in the activities 
of complexes I, II, and IV in pig brain mitochondrial 
isolates [53]. This cannabinoid-induced impairment of 
mitochondrial respiration can be a key inciter of numerous 
undesirable cellular processes, such as ROS formation 
and oxidative stress, the activation of proinflammatory 
molecules (e.g. NF-κB), and caspase-dependent apoptosis 
signaling cascades [39, 54, 55]. It is thus plausible to expect 
that the impairment in mitochondrial complexes I, II, and 
IV observed in this study as one of the main factors of high 
oxidative stress and increased apoptosis in the kidney of 
AB-FUBINACA treated mice.

Despite providing in vivo evidence of the nephrotoxic 
effects of AB-FUBINACA that could be mediated 
by the activation of plasma membrane CB1R and/
or mitochondrial CB1R in renal cells [39], it is also 
possible that the in vivo metabolism of AB-FUBINACA 
may generate one or more toxic metabolites that may 
also account for its nephrotoxicity. In fact, the analysis 
of the metabolic pathways of AB-FUBINACA after 
being incubated with hepatocyte detected 11 different 
metabolites derived from phase I and II metabolism 
[56]. Thus, the nephrotoxic effect of AB-FUBINACA 
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may not depend solely on the pharmacodynamics of 
AB-FUBINACA but also possibly on its pharmacokinetic 
parameters.

In conclusion, the current study supports the 
preclinical evidence which showed a direct link between 
SCs consumption and the incidence of AKI. Our data 
demonstrated that AB-FUBINACA induced an in  vivo 
nephrotoxicity that is mainly driven by increased oxidative 
stress, enhanced inflammation, and promoted apoptosis. 
Compromised mitochondrial function is suggested as the 
major responsible mechanism for initiating such an event 
leading to nephrotoxicity. However, additional clarification 
of the exact underlying mechanisms is required.

Supplementary Information  The online version contains supplemen-
tary material available at https://​doi.​org/​10.​1007/​s11419-​024-​00699-9.

Acknowledgements  The publication of this article was funded by 
Qatar National Library.

Author contributions  Conceptualization, A.A. and R.M.A.; 
methodology, A.A, E.A.E.R, H.A.E.R and R.A.; formal analysis, 
A.A.; investigation, B.T, M.I.A, H.A, D.A, N.S.B and G.T.A; 
resources, A.A.; data curation, A.A. and R.M.A..; writing—original 
draft preparation, C.; writing—review and editing, A.A, R.M.A, and 
E.A.E.R; supervision, A.A; project administration, A.A; funding 
acquisition, A.A. All authors have read and agreed to the published 
version of the manuscript.

Funding  Open Access funding provided by the Qatar National Library. 
This study is funded by a grant from the Deanship of Scientific 
Research, Yarmouk University, Jordan (Grant # 29/2021).

Data availability  The data that supports the findings in this study are 
available from the corresponding authors upon reasonable request.

Declarations 

Conflict of interest  The authors declare that there is no conflict of in-
terest.

Ethics approval  This animal experiments of this study were conducted 
in accordance the guidelines of the ethics committee for use of animals 
in research and approved by the Institutional Review Board at the Yar-
mouk University (No. IACUC/2021/14).

Consent for publication  Not applicable.

Open Access  This article is licensed under a Creative Commons Attri-
bution 4.0 International License, which permits use, sharing, adapta-
tion, distribution and reproduction in any medium or format, as long 
as you give appropriate credit to the original author(s) and the source, 
provide a link to the Creative Commons licence, and indicate if changes 
were made. The images or other third party material in this article are 
included in the article’s Creative Commons licence, unless indicated 
otherwise in a credit line to the material. If material is not included in 
the article’s Creative Commons licence and your intended use is not 
permitted by statutory regulation or exceeds the permitted use, you will 
need to obtain permission directly from the copyright holder. To view a 
copy of this licence, visit http://creativecommons.org/licenses/by/4.0/.

References

	 1.	 Castaneto MS, Gorelick DA, Desrosiers NA, Hartman RL, Pirard 
S, Huestis MA (2014) Synthetic cannabinoids: epidemiology, 
pharmacodynamics, and clinical implications. Drug Alcohol 
Depend 144:12–41

	 2.	 Fattore L, Fratta W (2011) Beyond THC: the new generation of 
cannabinoid designer drugs. Front Behav Neurosci 5:60

	 3.	 Vardakou I, Pistos C, Spiliopoulou Ch (2010) Spice drugs as a 
new trend: mode of action, identification and legislation. Toxicol 
Lett 197:157–162

	 4.	 Auwärter V, Dresen S, Weinmann W, Müller M, Pütz M, Fer-
reirós N (2009) ‘Spice’ and other herbal blends: harmless 
incense or cannabinoid designer drugs? J Mass Spectrom 
44:832–837

	 5.	 Alipour A, Patel PB, Shabbir Z, Gabrielson S (2019) Review of 
the many faces of synthetic cannabinoid toxicities. Ment Health 
Clin 9(2):93–99

	 6.	 Alzu’bi A, Almahasneh F, Khasawneh R, Abu-El-Rub E, Baker 
WB, Al-Zoubi RM (2024) The synthetic cannabinoids menace: a 
review of health risks and toxicity. Eur J Med Res 29(1):49

	 7.	 Park F, Potukuchi PK, Moradi H, Kovesdy CP (2017) Cannabi-
noids and the kidney: effects in health and disease. Am J Physiol 
Renal Physiol 313(5):F1124–F1132

	 8.	 Bhanushali GK, Jain G, Fatima H, Leisch LJ, Thornley-Brown D 
(2013) AKI associated with synthetic cannabinoids: a case series. 
Clin J Am Soc Nephrol 8(4):523–526

	 9.	 Kazory A, Aiyer R (2013) Synthetic marijuana and acute kidney 
injury: an unforeseen association. Clin Kidney J 6(3):330–333

	10.	 Luciano RL, Perazella MA (2014) Nephrotoxic effects of designer 
drugs: synthetic is not better! Nat Rev Nephrol 10(6):314–324

	11.	 Thornton SL, Wood C, Friesen MW, Gerona RR (2013) Synthetic 
cannabinoid use associated with acute kidney injury. Clin Toxicol 
51(3):189–190

	12.	 D’Errico S, Zanon M, Radaelli D, Concato M, Padovano M, Sco-
petti M, Frati P, Fineschi V (2022) Acute kidney injury (AKI) in 
young synthetic cannabinoids abusers. Biomedicines 10(8):1936

	13.	 Srisung W, Jamal F, Prabhakar S (2015) Synthetic cannabi-
noids and acute kidney injury. Proc (Bayl Univ Med Cent) 
28(4):475–477

	14.	 Curtis B, Mahat B, Macklin M, Mihalo J, Dakroub AH (2022) 
“Acute kidney injury related to intoxication from synthetic can-
nabis: don’t you know that you’re toxic?” Cureus. https://​doi.​org/​
10.​7759/​cureus.​23427

	15.	 Larrinaga G, Varona A, Perez I, Sanz B, Ugalde A, Candenas 
ML, Pinto FM, Gil J, Lopez JI (2010) Expression of cannabinoid 
receptors in human kidney. Histol Histopathol 25(9):1133–1138

	16.	 Lin CL, Hsu YC, Lee PH, Lei CC, Wang JY, Huang YT, Wang 
SY, Wang FS (2014) Cannabinoid receptor 1 disturbance of 
PPARgamma2 augments hyperglycemia induction of mesangial 
inflammation and fibrosis in renal glomeruli. J Mol Med (Berl) 
92(7):779–792

	17.	 Nam DH, Lee MH, Kim JE, Song HK, Kang YS, Lee JE, Kim 
HW, Cha JJ, Hyun YY, Kim SH, Han SY, Han KH, Han JY, Cha 
DR (2012) Blockade of cannabinoid receptor 1 improves insulin 
resistance, lipid metabolism, and diabetic nephropathy in db/db 
mice. Endocrinology 153(3):1387–1396

	18.	 Park F, Potukuchi PK, Moradi H, Kovesdy CP (2017) Cannabi-
noids and the kidney: effects in health and disease. American 
Journal of Physiology-Renal Physiology 313(5):F1124–F1132

	19.	 Sampaio LS, Taveira Da Silva R, Lima D, Sampaio CLC, Iannotti 
FA, Mazzarella E, Di Marzo V, Vieyra A, Reis RAM, Einicker-
Lamas M (2015) The endocannabinoid system in renal cells: regu-
lation of Na+ transport by CB 1 receptors through distinct cell 
signalling pathways. British J Pharmacol 172(19):4615–4625

https://doi.org/10.1007/s11419-024-00699-9
http://creativecommons.org/licenses/by/4.0/
https://doi.org/10.7759/cureus.23427
https://doi.org/10.7759/cureus.23427


	 Forensic Toxicology

	20.	 Tam J (2016) The emerging role of the endocannabinoid system 
in the pathogenesis and treatment of kidney diseases. J Basic Clin 
Physiol Pharmacol 27(3):267–276

	21.	 Pendergraft WF, Herlitz LC, Thornley-Brown D, Rosner M, Niles 
JL (2014) Nephrotoxic effects of common and emerging drugs of 
abuse. Clin J Am Soc Nephrol 9(11):1996–2005

	22.	 Silva JP, Carmo H, Carvalho F (2018) The synthetic cannabi-
noid XLR-11 induces in vitro nephrotoxicity by impairment of 
endocannabinoid-mediated regulation of mitochondrial function 
homeostasis and triggering of apoptosis. Toxicol Lett 287:59–69

	23.	 Silva JP, Araujo AM, de Pinho PG, Carmo H, Carvalho F (2019) 
Synthetic cannabinoids JWH-122 and THJ-2201 disrupt endocan-
nabinoid-regulated mitochondrial function and activate apoptotic 
pathways as a primary mechanism of in vitro nephrotoxicity at 
in vivo relevant concentrations. Toxicol Sci 169(2):422–435

	24.	 Trecki J, Gerona RR, Schwartz MD (2015) Synthetic cannabi-
noid–related illnesses and deaths. N Engl J Med 373:103–107

	25.	 RFDC (2014) Russian federal drug control Service. http://​fskn.​
gov.​ru/ includes/periodics/speeches_fskn/2014/1006/124332682/
detail. shtml.

	26.	 Trexler KR, Vanegas SO, Poklis JL, Kinsey SG (2020) The short-
acting synthetic cannabinoid AB-FUBINACA induces physical 
dependence in mice. Drug Alcohol Depend 214:108179. https://​
doi.​org/​10.​1016/j.​druga​lcdep.​2020.​108179

	27.	 Banister SD, Moir M, Stuart J, Kevin RC, Wood KE, Longworth 
M, Wilkinson SM et al (2015) Pharmacology of indole and inda-
zole synthetic cannabinoid designer drugs ab-fubinaca, adb-fubi-
naca, ab-pinaca, adb-pinaca, 5f-ab-pinaca, 5f-adb-pinaca, adbica, 
and 5f-adbica. ACS Chem Neurosci 6(9):1546–1559

	28.	 Meneton P, Ichikawa I, Inagami T, Schnermann J (2000) 
Renal physiology of the mouse. Am J Physiol Ren Physiol 
278(3):F339–F351

	29.	 Malhotra R, Siew ED (2017) Biomarkers for the early detection 
and prognosis of acute kidney injury. Clin J Am Soc Nephrol 
12(1):149–173

	30.	 Bolignano D, Donato V, Coppolino G, Campo S, Buemi A, Lac-
quaniti A, Buemi M (2008) Neutrophil gelatinase–associated 
lipocalin (NGAL) as a marker of kidney damage. Am J Kidney 
Dis 52(3):595–605

	31.	 Han WK, Bailly V, Abichandani R, Thadhani R, Bonventre JV 
(2002) Kidney injury molecule-1 (KIM-1): a novel biomarker for 
human renal proximal tubule injury. Kidney Int 62(1):237–244

	32.	 Wasilewska A, Taranta-Janusz K, Debek W, Zoch-Zwierz W, 
Kuroczycka-Saniutycz E (2011) KIM-1 and NGAL: new mark-
ers of obstructive nephropathy. Pediatr Nephrol 26(4):579–586

	33.	 Oztas E, Abudayyak M, Celiksoz M, Özhan G (2019) Inflamma-
tion and oxidative stress are key mediators in AKB48-induced 
neurotoxicity in vitro. Toxicol In Vitro 55:101–107. https://​doi.​
org/​10.​1016/j.​tiv.​2018.​12.​005

	34.	 Sezer Y, Jannuzzi AT, Huestis MA, Alpertunga B (2020) In vitro 
assessment of the cytotoxic, genotoxic and oxidative stress effects 
of the synthetic cannabinoid JWH-018 in human SH-SY5Y neu-
ronal cells. Toxicol Res 9:734–740. https://​doi.​org/​10.​1093/​toxres/​
tfaa0​78

	35.	 Alzu’bi A, Zoubi MS, Al Trad B, AbuAlArjah MI, Shehab M, 
Alzoubi H et al (2022) Acute hepatic injury associated with acute 
administration of synthetic cannabinoid XLR-11 in mouse animal 
model. Toxics 10(11):668

	36.	 Tomiyama K, Funada M (2011) Cytotoxicity of synthetic cannabi-
noids found in “spice” products: the role of cannabinoid recep-
tors and the caspase cascade in the NG 108–15 cell line. Toxicol 
Lett 207(1):12–17. https://​doi.​org/​10.​1016/j.​toxlet.​2011.​08.​021. 
(Epub 2011 Sep 2 PMID: 21907772)

	37.	 Tomiyama K, Funada M (2014) Cytotoxicity of synthetic cannabi-
noids on primary neuronal cells of the forebrain: the involvement 

of cannabinoid CB1 receptors and apoptotic cell death. Toxicol 
Appl Pharmacol 274(1):17–23. https://​doi.​org/​10.​1016/j.​taap.​
2013.​10.​028. (Epub 2013 Nov 6 PMID: 24211273)

	38.	 Almada M, Costa L, Fonseca BM, Amaral C, Teixeira N, Cor-
reia-da-Silva G (2017) The synthetic cannabinoid WIN-55,212 
induced-apoptosis in cytotrophoblasts cells by a mechanism 
dependent on CB1 receptor. Toxicology 15(385):67–73. https://​
doi.​org/​10.​1016/j.​tox.​2017.​04.​013. (Epub 2017 May 8 PMID: 
28495606)

	39.	 Malheiro RF, Carmo H, Carvalho F, Silva JP (2022) Cannabinoid-
mediated targeting of mitochondria on the modulation of mito-
chondrial function and dynamics. Pharmacol Res 187:106603

	40.	 Bénard G, Massa F, Puente N, Lourenço J, Bellocchio L, Soria-
Gómez E, Matias I et al (2012) Mitochondrial CB1 receptors 
regulate neuronal energy metabolism. N Neurosci 15(4):558–564

	41.	 Lipina C, Hundal HS (2016) Modulation of cellular redox homeo-
stasis by the endocannabinoid system. Open Biol 6(4):150276. 
https://​doi.​org/​10.​1098/​rsob.​150276

	42.	 Gallelli CA, Calcagnini S, Romano A, Koczwara JB, De Ceglia 
M, Dante D, Villani R, Giudetti AM, Cassano T, Gaetani S (2018) 
Modulation of the oxidative stress and lipid peroxidation by endo-
cannabinoids and their lipid analogues. Antioxidants. https://​doi.​
org/​10.​3390/​antio​x7070​093

	43.	 Han KH et al (2009) CB1 and CB2 cannabinoid receptors dif-
ferentially regulate the production of reactive oxygen species by 
macrophages. Cardiovasc Res 84:378–386

	44.	 Horváth B, Mukhopadhyay P, Kechrid M, Patel V, Tanchian G, 
Wink DA, Gertsch J, Pacher P (2012) β-Caryophyllene amelio-
rates cisplatin-induced nephrotoxicity in a cannabinoid 2 receptor-
dependent manner. Free Radic Biol Med 52:1325–1333. https://​
doi.​org/​10.​1016/j.​freer​adbio​med.​2012.​01.​014

	45.	 Mukhopadhyay P, Pan H, Rajesh M, Batkai S, Patel V, Harvey-
White J, Mukhopadhyay B, Hasko G, Gao B, Mackie K et al 
(2010) CB1 cannabinoid receptors promote oxidative/nitrosa-
tive stress, inflammation and cell death in a murine nephropathy 
model. Br J Pharmacol 160:657–668

	46.	 Mukhopadhyay P, Rajesh M, Pan H, Patel V, Mukhopadhyay B, 
Bátkai S, Gao B, Haskó G, Pacher P (2010) Cannabinoid-2 recep-
tor limits inflammation, oxidative/nitrosative stress, and cell death 
in nephropathy. Free Radic Biol Med 48:457–467

	47.	 Mukhopadhyay P, Baggelaar M, Erdelyi K, Cao Z, Cinar R, Fezza 
F, Ignatowska-Janlowska B, Wilkerson J, van Gils N, Hansen T 
et al (2016) The novel, orally available and peripherally restricted 
selective cannabinoid CB2 receptor agonist LEI-101 prevents 
cisplatin-induced nephrotoxicity. Br J Pharmacol 173:446–458

	48.	 Gruden G, Barutta F, Kunos G, Pacher P (2016) Role of the endo-
cannabinoid system in diabetes and diabetic complications. Br J 
Pharmacol 173:1116–1127

	49.	 Rajesh M, Mukhopadhyay P, Haskó G, Liaudet L, Mackie K, 
Pacher P (2010) Cannabinoid-1 receptor activation induces reac-
tive oxygen species-dependent and-independent mitogen-activated 
protein kinase activation and cell death in human coronary artery 
endothelial cells. Br J Pharmacol 160(3):688–700

	50.	 Alzu’bi A, Abu-El-Rub E, Almahasneh F, Tahat L, Athamneh RY, 
Khasawneh R, Alzoubi H, Ghorab DS, Almazari R, Zoubi MSA, 
Al-Zoubi RM (2024) Delineating the molecular mechanisms of 
hippocampal neurotoxicity induced by chronic administration of 
synthetic cannabinoid AB-FUBINACA in mice. Neurotoxicology 
103:50–59. https://​doi.​org/​10.​1016/j.​neuro.​2024.​05.​009

	51.	 Drori A, Permyakova A, Hadar R, Udi S, Nemirovski A, Tam J 
(2019) Cannabinoid-1 receptor regulates mitochondrial dynamics 
and function in renal proximal tubular cells. Diabetes Obes Metab 
21(1):146–159

	52.	 Athanasiou A, Clarke AB, Turner AE, Kumaran NM, Vakilpour S, 
Smith PA, Bagiokou D et al (2007) Cannabinoid receptor agonists 

http://fskn.gov.ru/
http://fskn.gov.ru/
https://doi.org/10.1016/j.drugalcdep.2020.108179
https://doi.org/10.1016/j.drugalcdep.2020.108179
https://doi.org/10.1016/j.tiv.2018.12.005
https://doi.org/10.1016/j.tiv.2018.12.005
https://doi.org/10.1093/toxres/tfaa078
https://doi.org/10.1093/toxres/tfaa078
https://doi.org/10.1016/j.toxlet.2011.08.021
https://doi.org/10.1016/j.taap.2013.10.028
https://doi.org/10.1016/j.taap.2013.10.028
https://doi.org/10.1016/j.tox.2017.04.013
https://doi.org/10.1016/j.tox.2017.04.013
https://doi.org/10.1098/rsob.150276
https://doi.org/10.3390/antiox7070093
https://doi.org/10.3390/antiox7070093
https://doi.org/10.1016/j.freeradbiomed.2012.01.014
https://doi.org/10.1016/j.freeradbiomed.2012.01.014
https://doi.org/10.1016/j.neuro.2024.05.009


Forensic Toxicology	

are mitochondrial inhibitors: a unified hypothesis of how can-
nabinoids modulate mitochondrial function and induce cell death. 
Biochem Biophys Res Commun 364(1):131–137

	53.	 Singh N, Hroudová J, Fišar Z (2015) Cannabinoid-induced 
changes in the activity of electron transport chain complexes of 
brain mitochondria. J Mol Neurosci 56:926–931

	54.	 Lemarie A, Grimm S (2011) Mitochondrial respiratory chain 
complexes: apoptosis sensors mutated in cancer? Oncogene 
30(38):3985–4003

	55.	 Wu KL, Hsu C, Chan JY (2007) Impairment of the mitochon-
drial respiratory enzyme activity triggers sequential activation 
of apoptosis-inducing factor-dependent and caspase-dependent 
signaling pathways to induce apoptosis after spinal cord injury. J 
Neurochem 101(6):1552–1566

	56.	 Castaneto MS, Wohlfarth A, Pang S, Zhu M, Scheidweiler KB, 
Kronstrand R, Huestis MA (2015) Identification of AB-FUBI-
NACA metabolites in human hepatocytes and urine using high-
resolution mass spectrometry. Forensic Toxicol 33:295–310

Publisher's Note  Springer Nature remains neutral with regard to 
jurisdictional claims in published maps and institutional affiliations.

Authors and Affiliations

Ayman Alzu’bi1 · Ejlal Abu‑El‑Rub1 · Bahaa Al‑Trad2 · Hiba Alzoubi1 · Hadeel Abu‑El‑Rub3 · Dima Albals4 · 
Gamal T. Abdelhady5 · Noor S. Bader1 · Rawan Almazari1 · Raed M. Al‑Zoubi6,7,8 

 *	 Ayman Alzu’bi 
	 ayman.alzubi@yu.edu.jo

 *	 Raed M. Al‑Zoubi 
	 ralzoubi@hamad.qa

	 Ejlal Abu‑El‑Rub 
	 ejlal.abuelrub@yu.edu.jo

	 Bahaa Al‑Trad 
	 bahaa.tr@yu.edu.jo

	 Hiba Alzoubi 
	 heba.z@yu.edu.jo

	 Hadeel Abu‑El‑Rub 
	 hadeel.abuelrub@yu.edu.jo

	 Dima Albals 
	 dimabals@yu.edu.jo

	 Gamal T. Abdelhady 
	 gamaltaha@med.asu.edu.eg

	 Noor S. Bader 
	 badernoor09@gmail.com

	 Rawan Almazari 
	 rawan.almazari@yu.edu.jo

1	 Department of Basic Medical Sciences, Faculty of Medicine, 
Yarmouk University, Irbid 211‑63, Jordan

2	 Department of Biological Sciences, Faculty of Science, 
Yarmouk University, Irbid 211‑63, Jordan

3	 Department of Clinical Sciences, Faculty of Medicine, 
Yarmouk University, Irbid 211‑63, Jordan

4	 Department of Medicinal Chemistry and Pharmacognosy, 
Faculty of Pharmacy, Yarmouk University, Irbid 211‑63, 
Jordan

5	 Department of Anatomy and Embryology, Faculty 
of Medicine, Ain Shams University, Cairo 11566, Egypt

6	 Surgical Research Section, Department of Surgery, Hamad 
Medical Corporation, 3050 Doha, Qatar

7	 Department of Biomedical Sciences, QU-Health, College 
of Health Sciences, Qatar University, 2713 Doha, Qatar

8	 Department of Chemistry, Jordan University of Science 
and Technology, P.O.Box 3030, Irbid 22110, Jordan

http://orcid.org/0000-0002-0548-429X

	In vivo assessment of the nephrotoxic effects of the synthetic cannabinoid AB-FUBINACA​
	Abstract
	Background 
	Methods 
	Results 
	Conclusion 

	Introduction
	Materials and methods
	Animals and treatments
	Renal function monitoring
	Histopathological examination and immunohistochemistry
	Total RNA isolation and cDNA synthesis
	Quantitative real-time PCR (qPCR)
	Assessment of malondialdehyde (MDA) levels
	Western blotting
	Statistical analysis

	Results
	AB-FUBINACA treatment induced nephrotoxic effects and acute tubular injury
	AB-FUBINACA increased the level of oxidative stress and inflammation in the kidney
	AB-FUBINACA induced apoptosis in the kidney
	AB-FUBINACA disturbed mitochondrial respiratory chain complexes in the kidney

	Discussion
	Acknowledgements 
	References


