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 Background: Osteoarthritis is a chronic degenerative disease of the joints that is common in older people worldwide. The 
characteristic features of osteoarthritis include cartilage degradation, synovitis, and remodelling of subchon-
dral bone. The present study investigated the effect of 2-aminoquinoline on knee articular cartilage degrada-
tion in an osteoarthritis rat model.

 Material/Methods: The rat model of osteoarthritis was established in Wistar rats by intra-articular injection of monosodium io-
doacetate. The rats were randomly divided into 6 groups of 10 rats each: a normal control group, an untreat-
ed group, and 4 (5, 10, 15 and 20 mg/kg) treatment groups. The rats in treatment groups received 5, 10, 15, 
or 20 mg/kg doses of 2-aminoquinoline on day 2 of monosodium iodoacetate injection.

 Results: The 2-aminoquinoline treatment of monosodium iodoacetate-injected rats markedly decreased weight-bear-
ing asymmetry, inhibited edema formation, and improved paw withdrawal thresholds. The expression of in-
flammatory cytokines was markedly higher in the osteoarthritis rats. Treatment with 2-aminoquinoline led to 
a significant reduction in inflammatory cytokine expression in osteoarthritis rats in a dose-dependent manner. 
In osteoarthritis rats, the expressions of prostaglandin E2 (PGE2), matrix metalloproteinase-13 (MMP-13), and 
substance P were also higher in comparison to the control group. The 2-aminoquinoline treatment supressed 
PGE2, MMP-13, and substance P levels in osteoarthritis rats. Moreover, the expression of phosphorylated nu-
clear factor kappaB (p-NF-kB) was markedly higher in the untreated rats. However, activation of NF-kB was 
downregulated in the osteoarthritis rats by treatment with 2-aminoquinoline.

 Conclusions: The present study demonstrated that 2-aminoquinoline prevents articular cartilage damage in osteoarthritis 
rats through inhibition of inflammatory factors and downregulation of NF-kB activation, suggesting that 2-ami-
noquinoline would be effective in treatment of osteoarthritis.
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Background

Osteoarthritis is a chronic degenerative disease of the joints, 
commonly detected in older people worldwide [1]. The char-
acteristic features of osteoarthritis include cartilage degra-
dation, synovitis, and remodelling of subchondral bone [1]. 
Osteoarthritis is second to vascular diseases among long-
term disabilities and accounts for 2–6% of arm disabilities in 
the people above 50 years of age [2]. There are many factors 
associated with osteoarthritis in humans, including trauma, 
age, and increased body weight [3]. The symptoms of mild 
osteoarthritis are joint inflammation, stiffness, pain, and ede-
ma, while as at the secondary stage patients suffer deformity 
of the joints and inability to move [3]. Due to its high disabil-
ity rate, osteoarthritis is considered to be the most common 
health problem in humans [4]. Although the mechanism un-
derlying osteoarthritis has not been explored fully, it has been 
found that inflammation plays a major role in its development 
and progression [5].

The main inducer of osteoarthritis is believed to be the cyto-
kine interleukin (IL)-1b, which catalyses release of catabolic 
enzymes; in excess, this leads to chondrocyte metabolic im-
balance [6–8]. The overproduction of catabolic enzymes breaks 
down the matrix and ultimately results in loss of articular car-
tilage function [6–8]. In osteoarthritis patients there is higher 
production of prostaglandins and cytokines by chondrocytes [9]. 
The inflammatory cytokines generated by synovial membranes 
alter the cartilage integrity and lead to osteoarthritis develop-
ment and progression [10]. During inflammation of joints, car-
tilage tissues are degraded by the matrix metalloproteinases 
activated by prostaglandin E2 (PGE2) [11]. The expression of 
matrix metalloproteinase-13 (MMP-13) is specific to the car-
tilage of osteoarthritis patients and is not found in normal 
cartilage [12]. In osteoarthritis, joint inflammation and pain is 
regulated by the expression of substance P (SP) [13]. The su-
perfamily of purinergic membrane receptors is comprised of 2 
receptor families: P1 and P2 [14,15]. The P2 family has 2 sub-
types – P2X and P2Y – which are involved in osteoarthritis-
induced pain [14,15]. The expression of various members of 
P2X, such as P2X7 and P2X2, has been detected in the carti-
lage tissues [16,17]. The expression of P2X7 receptor (P2X7R) 
has been revealed to be linked with arthritis pain and inflam-
mation regulation [18]. It has been shown that P2X7R is a vital 
target for rheumatoid arthritis treatment [19,20]. Compounds 
based on 2-aminopyrimidine and 4-aminoquinoline have been 
synthesized and evaluated for anti-plasmodial and anti-leish-
manial activities [21,22]. These compounds encompass a het-
erocyclic scaffold – quinoline – which exhibits anti-inflamma-
tory activity [23,24]. The present study investigated the effect 
of 2-aminoquinoline synthesized using a previously described 
procedure [21] on inflammation and articular cartilage degra-
dation in an osteoarthritis rat model.

Material and Methods

Animals

Sixty male Wistar rats (10 to 14 weeks old) weighing 310–390 g 
were obtained from the Shanghai SLAC Laboratory, Shanghai, 
China. The rats were housed individually in plastic cages un-
der a 12/12 h light/dark cycle. The temperature and humid-
ity in the animal center were maintained at 24°C and 65%, 
respectively. The rats were provided free access to laborato-
ry food. The rats were acclimatized to the laboratory environ-
ment for 5 days before starting the experiment. The study was 
approved (approval number SU/MC/16/007) by the Animal 
Ethics Committee of the Medical School of Shandong University 
(Jinan, China). All experimental protocols involving rats were 
approved by the by the Institutional Animal Care Committee 
of Kunming Medical University (Kunming, China).

Establishment of osteoarthritis rat model and treatment 
strategy

Osteoarthritis in the rats was induced by intra-articular in-
jection of 5 mg/kg of monosodium iodoacetate [25] in saline 
after isoflurane (2% in oxygen) anesthetization. The normal 
control group of rats were injected with an equal volume of 
saline without monosodium iodoacetate. The rats were divid-
ed randomly into 6 groups of 10 each: a monosodium iodoac-
etate group, a normal control group, and four 2-aminoquino-
line treatment groups. The rats in the treatment groups were 
injected with single doses of 5, 10, 15, or 20 mg/kg of 2-ami-
noquinoline in saline through the intra-articular route on the 
second day of monosodium iodoacetate injection. The mono-
sodium iodoacetate and normal control groups were given 
normal saline alone.

Paw withdrawal threshold

The paw withdrawal threshold test was conducted on days 4, 
8, 12, 16, 20, 24, 28, 32, 36, and 40 of monosodium iodoace-
tate injection. The equipment consisted of a transparent glass 
box measuring 20×20×30 cm3 in which a steel wire mesh mea-
suring 1×1 cm2 was placed. The rats were put in the box 30 
min prior to the test, and Von Frey monofilaments were used 
to determine the paw withdrawal threshold. After the rats set-
tled on the mesh, an increasing bending force in the range of 
0.6–26 g was applied using Von Frey monofilaments. The mono-
filament used to contact and push the rat left hind limb plan-
tar surface was bent at an appropriate angle. The minimum 
weight required from the monofilament to elicit the withdraw-
al reflex was considered as the threshold for paw withdraw-
al. The reading response of the paw withdrawal frequency to 
the filament stimulus was measured 3 times for each animal 
using a previously reported protocol [26].
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Asymmetry in bearing weight

The LE7900-Incapacitance Tester (Nature Gene Corp., Medford, 
NJ, USA) was employed for determination of weight-bearing 
asymmetry of the rat hind limbs. The weight-bearing asymme-
try was measured on days 3, 6, 9, 12, 15, 18, 21, 24, 27, and 30 
of monosodium iodoacetate injection. Briefly, the 2 hind limb 
paws of the rats were put separately on the electronic balance 
while the animals were held upright. Rats were allowed to set-
tle so that weight distribution on both the hind limbs could be 
determined. The measurement of the weight on right and left 
hind limbs was performed 3 times for 3 s each using a previ-
ously reported protocol [27].

Measurement	of	knee	edema

The size of edema was measured on days 4, 8, 12, 16, 20, 24, 
28, 32, 36, and 40 of monosodium iodoacetate injection using 
a previously reported methodology [28]. Briefly, the diameter 
of the right and left knee joints was measured using commer-
cially available calibrated digital callipers. The diameter of the 
left knee joint in which monosodium iodoacetate was inject-
ed was compared with that of the right knee joint. The differ-
ence in diameter between the left and right knee joint was 
taken as the edema size.

Measurement	of	cytokine	levels

The cytokine level in rat blood was determined on day 45 of 
monosodium iodoacetate injection. The rats treated with 5, 
10, 15, or 20 mg/kg of 2-aminoquinoline were sacrificed after 
euthanasia with pressurised CO2 followed by cervical disloca-
tion. A blood sample from each rat was collected from the ca-
rotid artery. The samples were centrifuged for 20 min at 4000 
g to obtain supernatant, which was stored at –78°C for deter-
mination of cytokine levels. Commercially available ELISA kits 
(Santa Cruz Biotechnology, Inc., Santa Cruz, CA, USA) were used 
for determination of inflammatory cytokine levels in rat serum.

Western blot analysis

The rats were sacrificed on day 45 of monosodium iodoacetate 
injection using euthanasia with pressurised CO2 followed by 
cervical dislocation. We incubated 2-mm-thick cartilage tissue 
slices in microcentrifuge tubes for 15 min with 1 mL hyaluron-
idase at 37°C followed by centrifugation for 10 min at 1000 g. 
The samples were then centrifuged with trypsin-EDTA and col-
lagenase type II to collect the supernatant, which was subse-
quently treated with zirconium oxide beads. Homogenization 
buffer (0.4 mL) was added to the tubes, which were placed in 
a Bullet Blender™. The bicinchoninic assay (BCA) protein as-
say kit (Beyotime Institute of Biotechnology, Nanjing, China) 
was used for determination of concentration of proteins in 

the lysates. The protein samples (20 μg) were loaded on 12% 
SDS-PAGE for resolution by electrophoresis. The proteins were 
then transferred to PVDF membranes in which non-specific 
sites were blocked by incubation for 2 h with 3% non-fat milk 
at 37°C. The incubation of membranes with primary antibod-
ies was performed overnight at 4°C. The antibodies used were 
against: IL-1b, IL-6, P2X7R, MMP-13, SP, IKKa, IKKb, IkBa, NF-kB 
p65, PGE2, and TNF-a. The membrane incubation was followed 
by washing 3 times with ice-cold PBS. Then, membranes were 
incubated for 2 h with HRP-conjugated secondary antibody. 
The protein bands were visualised by an enhanced chemilu-
minescence system, and densitometry was performed using 
Image-Pro Plus 6.0, with GAPDH as an internal control [28].

Statistical	analysis

The expressed data are the average±standard deviation (SD). 
The data analysis was performed s using one-way analysis of 
variance (ANOVA) in combination with Tukey’s post hoc test. 
Statistical data were analysed using SPSS 13.0 software (SPSS, 
Inc., Chicago, IL, USA). P<0.05 was regarded as a statistically 
significant difference.

Results

Effect of 2-aminoquinoline on paw withdrawal threshold 
in OA rats

The 2-aminoquinoline treatment improved paw withdraw-
al thresholds in the OA rats (Figure 1). The paw withdrawal 
threshold was measured on days 4, 8, 12, 16, 20, 24, 28, 32, 
36, and 40 of monosodium iodoacetate administration. A sig-
nificant (P<0.05) decrease in paw withdrawal threshold was 
observed in OA rats from day 8 of monosodium iodoacetate 
administration. Treatment of OA rats with 2-aminoquinoline 
prevented monosodium iodoacetate-induced decrease in paw 
withdrawal threshold in a dose-dependent manner. At the 20 
mg/kg dose, 2-aminoquinoline almost completely prevent-
ed monosodium iodoacetate-induced decrease in paw with-
drawal threshold.

Effect of 2-aminoquinoline on weight-bearing asymmetry 
in OA rats

The weight-bearing asymmetry was measured on the days 3, 
6, 9, 12, 15, 18, 21, 24, 27, and 30 of monosodium iodoac-
etate injection. Treatment of OA rats with 2-aminoquinoline 
markedly decreased weight-bearing asymmetry in comparison 
to the untreated group (Figure 2). The OA-induced increase in 
weight-bearing asymmetry was reduced to a minimum in the 
rats treated with 20 mg/kg doses of 2-aminoquinoline.
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Effect	of	2-aminoquinoline	on	knee	edema	in	OA	rats

The size of edema in the knee joint of rats was measured on 
days 4, 8, 12, 16, 20, 24, 28, 32, 36, and 40 of monosodium 
iodoacetate injection. In the untreated OA rats, the knee ede-
ma was markedly larger in size compared to the untreated 
group. However, treatment with 2-aminoquinoline markedly 
suppressed edema formation in comparison to the untreat-
ed group (Figure 3). Edema formation in OA rats was almost 
completely inhibited by treatment with 20 mg/kg doses of 
2-aminoquinoline.

Suppression	of	cytokine	production	by	2-aminoquinoline	
in rat serum

The production of cytokines in the OA rat serum was markedly 
higher in comparison to the normal control group (Figure 4). 
The 2-aminoquinoline treatment markedly inhibited OA-induced 
production of TNF-a, IL-6, and IL-1b in rat serum. The suppres-
sion of OA-induced production of cytokines in rat serum by 
2-aminoquinoline was concentration-dependent. The decrease 
in OA-induced production of cytokines by 2-aminoquinoline 
was greatest at 20 mg/kg dose.
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Figure 1.  Effect of 2-aminoquinoline on paw withdrawal 
thresholds in rats with osteoarthritis. The osteoarthritis 
rat model was prepared by injecting monosodium 
iodoacetate through the intra-articular route. The 
rats were injected with 5, 10, 15, or 20 mg/kg doses 
of 2-aminoquinoline after monosodium iodoacetate 
injection. * P<0.05, ** P<0.02, and ** P<0.001 vs. 
untreated group.
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Figure 3.  Effect of 2-aminoquinolineon edema formation in 
rats with osteoarthritis. The osteoarthritis rat model 
was prepared by injecting monosodium iodoacetate 
through the intra-articular route. The rats were injected 
with 5, 10, 15, or 20 mg/kg doses of 2-aminoquinoline 
after monosodium iodoacetate injection. * P<0.05, 
** P<0.02, and ** P<0.001 vs. untreated group.
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Figure 2.  Effect of 2-aminoquinoline on weight-bearing 
asymmetry in rats with osteoarthritis. The 
osteoarthritis rat model was prepared by injecting 
monosodium iodoacetate through the intra-articular 
route. The rats were injected with 5, 10, 15, or 20 
mg/kg doses of 2-aminoquinoline after monosodium 
iodoacetate injection. * P<0.05, ** P<0.02 and 
** P<0.001 vs. untreated group.
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Figure 4.  Effect of 2-aminoquinoline on cytokine production 
in OA rat serum. The rats were treated with 5, 10, 
15, or 20 mg/kg doses of 2-aminoquinoline after 
monosodium iodoacetate injection. The levels of 
cytokines were measured in rat serum using ELISA. 
* P<0.05 and ** P<0.02 vs. untreated group.

Indexed in: [Current Contents/Clinical Medicine] [SCI Expanded] [ISI Alerting System]  
[ISI Journals Master List] [Index Medicus/MEDLINE] [EMBASE/Excerpta Medica]  
[Chemical Abstracts/CAS]

He J. et al.: 
2-aminoquinoline prevents cartilage degradation in osteoarthritis rats

© Med Sci Monit, 2020; 26: e920346
LAB/IN VITRO RESEARCH

This work is licensed under Creative Common Attribution-
NonCommercial-NoDerivatives 4.0 International (CC BY-NC-ND 4.0) e920346-4



Suppression	of	OA-induced	cytokine	level	by	
2-aminoquinolinein	rat	knee	joint	cartilage

Western blotting showed markedly higher levels of cytokines 
in the OA rat knee joints in comparison to the normal con-
trol group (Figure 5). Treatment of the OA rats with 2-amino-
quinoline markedly reduced the levels of interleukin-1b, IL-6, 
and TNF-a in the knee tissues. The reduction of interleukin-
1b, IL-6, and TNF-a in the OA rats by 2-aminoquinoline was 
greatest at 20 mg/kg doses.

Reduction	of	P2X7R,	MMP-13,	SP,	and	PGE2	expression	by	
2-aminoquinoline in OA rats

The expressions of P2X7R, MMP-13, SP, and PGE2 were in-
creased in the OA rats in comparison to the normal control 
group (Figure 6). Treatment of OA rats with 2-aminoquinoline 
slightly decreased the expressions of P2X7R, MMP-13, SP, and 
PGE2 in a dose-dependent manner. In the OA rat cartilage tis-
sues, the expression of P2X7R, MMP-13, SP, and PGE2 was 
reduced to minimum levels by 20 mg/kg 2-aminoquinoline.
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Figure 5.  Effect of 2-aminoquinoline on cytokine production in articular cartilage of OA rats. The OA-induced rats were treated with 
5, 10, 15, or 20 mg/kg doses of 2-aminoquinoline. (A) Western blotting was used for assessment of interleukin-1b, IL-6, and 
TNF-a levels. (B) Densitometric analysis of the data. * P<0.05 and ** P<0.02 vs. control group.
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Figure 6.  Effect of 2-aminoquinoline on expression of P2X7R, 
MMP-13, SP, and PGE2 in the articular cartilage tissues. 
The OA-induced rats were treated with 5, 10, 15, or 20 
mg/kg doses of 2-aminoquinoline for 40 days every 
other day. Western blotting was used for assessment 
of P2X7R, MMP-13, SP, and PGE2 expression.
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Figure 7.  Effect of 2-aminoquinoline on NF-kB activation in OA 
rats. The OA rats were treated with 5, 10, 15, and 20 
mg/kg doses of 2-aminoquinoline every other day 
for 40 days after OA induction. The expression of 
IKKa, IKKb, IkBa, and NF-kB p65 were determined by 
Western blotting assay.
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Inhibition of NF-kB signalling pathway by 
2-aminoquinoline

The 2-aminoquinoline treatment of OA rats markedly reduced 
NF-kB signalling factor expression in the articular cartilage tis-
sues (Figure 7). The reduction of NF-kB signalling factor ex-
pression by 2-aminoquinoline in the articular cartilage of OA 
rats was greatest at 20 mg/kg 2-aminoquinoline. Treatment 
of the OA rats with 2-aminoquinoline also markedly reduced 
the expression of phosphorylated NF-kB signalling factor in 
comparison to the untreated group.

Discussion

Osteoarthritis patients generally suffer from joint inflammation, 
decomposition of articular cartilage, and damage to subchondral 
bone [29]. Acute pain in osteoarthritis patients is associated with 
the neuronal activation by chondrocytes after inflammation [7,29]. 
The compounds with anti-inflammatory activity are reported to 
inhibit inflammation, prevent cartilage matrix degradation, and 
protect damage to synovial tissues [30]. A study has revealed 
that weight-bearing asymmetry is markedly increased in osteo-
arthritis rats [25]. In the rats with osteoarthritis, large quantities 
of edema are formed, which increase in size over time [25]. The 
present study showed that 2-aminoquinoline treatment mark-
edly decreased weight-bearing asymmetry in the osteoarthritis 
rats in a dose-dependent manner. There was significantly im-
proved paw withdrawal thresholds in osteoarthritis rats treated 
with 2-aminoquinoline. Moreover, the edema volumes in osteo-
arthritis rats were very small compared to the untreated group. 
These findings clearly indicated that 2-aminoquinoline inhibits 
inflammation induced by osteoarthritis in the rats.

To confirm the anti-inflammatory effect of 2-aminoquinoline, 
the changes in inflammatory cytokine levels in bronchoalveolar 
lavage fluid (BALF) and articular cartilage tissues of the osteo-
arthritis were observed. The catabolic effect of IL-1b cytokine 
on chondrocyte metabolism causes reduction in proteoglycan 
collagen production and promotes aggrecan secretion via pro-
tease blockage [31]. The ECM proteolysis and cleavage are also 
catabolised by IL-1b though synovial cell activation, leading to 
over-expression of MMPs [32]. In addition, production of media-
tors of inflammation, such as NO, is induced in synovial cells by 
IL-1b [33]. Higher secretion of NO causes damage to tissues by 
activating an inflammatory response [34]. It is believed that pro-
tein kinase C suppression by NO leads to apoptosis of chondro-
cytes in the articular cartilage [35]. Inflammatory cytokines such 
as TNF-a, IL-6, PG, IL-1b, NO, and IL-8 are secreted in markedly 
higher levels by the chondrocytes of osteoarthritis patients [9]. 
The levels of inflammatory cytokines are also increased after 
P2X7R activation in osteoarthritis rat mast cells [36]. It is reported 
that mast cells of rats also produce higher levels of inflammatory 

cytokines following P2X7R activation [37]. Studies have shown 
that blocking or silencing TNF-a in animal models inhibits in-
flammation [38–40]. In the present study, osteoarthritis induc-
tion markedly raised the levels of inflammatory cytokines in the 
articular cartilage tissues and serum of rats. The 2-aminoquin-
oline treatment of osteoarthritis rats reduced the secretion of 
these inflammatory cytokines in serum, as well as in articular 
cartilage tissues, in a dose-dependent manner. The ion channel 
P2X7R has been found to be associated with the development 
of osteoarthritis and inflammation [14]. Increased levels of PGE2 
promote secretion of matrix metalloproteinases and aggreca-
nases, which catalyse degeneration of cartilage [11]. The neu-
ropeptide SP has been found to play an important role in sup-
pression of osteoarthritis by an anti-inflammatory effect [41,42]. 
MMP-13 is the main MMP family member expressed in the car-
tilage of osteoarthritis patients but not in normal adults [43–45]. 
The level of MMP-13 in osteoarthritis patients indicates the de-
gree of cartilage degeneration [43–45]. Activated MMPs catalyse 
break-down of cartilage matrix and induce chondrocyte apop-
tosis, resulting in damage to the cartilage [40,46]. The present 
study showed markedly higher secretion of MMP-13 and P2X7R 
in the articular cartilage of osteoarthritis rats. The production of 
MMP-13 and P2X7R was markedly suppressed in the osteoar-
thritis rats receiving treatment with 2-aminoquinoline. There are 
reports that stimulation of chondrocytes with IL-1b leads to ac-
tivation of the NF-kB pathway [47–49]. Activation of NF-kB and 
phosphorylation of IkBa is catalysed by P2X7R through activa-
tion of IKKa and IKKb during arthritis [50]. MMPs consist of ex-
tracellular enzymes that contain Zn2+ ions as cofactors and are 
responsible for ECM degradation [51,52]. The resorption of bones 
and degradation of matrix are also caused by MMPs [53,54]. The 
main strengthening components for cartilage – type II collagen 
and proteoglycans – are proteolyzed by MMPs, resulting in os-
teoarthritis [51,52,55]. The secretion of MMPs is much higher 
in the synovial fluid of patients with joint pain [56–58]. The im-
balance between ECM proteinase secretion and inhibitors also 
causes cartilage degradation [59]. Therefore, the evidence sug-
gests that 2-aminoquinoline inhibits inflammation in osteoar-
thritis rats by interfering with the NF-kB signalling pathway. 
The results from the present study showed that 2-aminoquin-
oline treatment reduced the levels of IKKa, IKKb, IkBa, and NF-
kB p65 in osteoarthritis rats.

Conclusions

The present study demonstrated that 2-aminoquinoline pre-
vents articular cartilage degradation and inhibits inflammation 
in osteoarthritis rats. The osteoarthritis inhibition by 2-amino-
quinoline involves suppression of inflammatory cytokines and 
downregulation of the NF-kB signalling pathway. Therefore, 
further studies need to be performed to investigate 2-amino-
quinoline as a potential target for treatment of osteoarthritis.

Indexed in: [Current Contents/Clinical Medicine] [SCI Expanded] [ISI Alerting System]  
[ISI Journals Master List] [Index Medicus/MEDLINE] [EMBASE/Excerpta Medica]  
[Chemical Abstracts/CAS]

He J. et al.: 
2-aminoquinoline prevents cartilage degradation in osteoarthritis rats

© Med Sci Monit, 2020; 26: e920346
LAB/IN VITRO RESEARCH

This work is licensed under Creative Common Attribution-
NonCommercial-NoDerivatives 4.0 International (CC BY-NC-ND 4.0) e920346-6



References:

 1. Benazzo F, Perticarini L, Padolino A et al: A multi-centre, open label, long-
term follow-up study to evaluate the benefits of a new viscoelastic hydrogel 
(Hymovis®) in the treatment of knee osteoarthritis. Eur Rev Med Pharmacol 
Sci, 2016; 20: 959–68

 2. Rini C, Porter LS, Somers TJ et al: Automated Internet-based pain coping 
skills training to manage osteoarthritis pain: A randomized controlled tri-
al. Pain, 2015; 156: 837–48

 3. Sinkov V, Cymet T: Osteoarthritis: understanding the pathophysiology, ge-
netics, and treatments. J Natl Med Assoc, 2003; 95: 475–82

 4. Schmal H, Salzmann GM, Langenmair ER et al: Biochemical characteriza-
tion of early osteoarthritis in the ankle. ScientificWorldJournal, 2014; 2014: 
4348022014

 5. Greene MA, Loeser RF: Aging-related inflammation in osteoarthritis. 
Osteoarthritis Cartilage, 2015; 23: 1966–71

 6. Goldring MB: Osteoarthritis and cartilage: the role of cytokines. Curr 
Rheumatol Rep, 2000; 2: 459–65

 7. Largo R, Alvarez-Soria MA, Díez-Ortego I et al: Glucosamine inhibits IL-
1beta-induced NFkappa-B activation in human osteoarthritic chondrocytes. 
Osteoarthritis Cartilage, 2003; 11: 290–98

 8. Fan Z, Bau B, Yang H et al: Freshly isolated osteoarthritic chondrocytes are 
catabolically more active than normal chondrocytes, but less responsive 
to catabolic stimulation with interleukin-1beta. Arthritis Rheum, 2005; 52: 
136–43

 9. Pelletier JP, Martel-Pelletier J, Abramson SB: Osteoarthritis, an inflammato-
ry disease: Potential implication for the selection of new therapeutic tar-
gets. Arthritis Rheum, 2001; 44: 1237–47

 10. Pelletier JP, Fernandes JC, Jovanovic DV et al: Chondrocyte death in exper-
imental osteoarthritis is mediated by MEK 1/2 and p38 pathways: Role of 
cyclooxygenase-2 and inducible nitric oxide synthase. J Rheumatol, 2001; 
28: 2509–19

 11. Bar-Or D, Rael LT, Thomas GW, Brody EN: Inflammatory pathways in knee 
osteoarthritis: potential targets for treatment. Curr Rheumatol Rev, 2015; 
11: 50–58

 12. Li NG, Shi ZH, Tang YP et al: New hope for the treatment of osteoarthritis 
through selective inhibition of MMP-13. Curr Med Chem, 2011; 18: 977–1001

 13. Lam FF, Ng ES: Substance P and glutamate receptor antagonists improve 
the anti-arthritic actions of dexamethasone in rats. Br J Pharmacol, 2010; 
159: 958–69

 14. Staunton CA, Lewis R, Barrett-Jolley R: Ion channels and osteoarthritic pain: 
Potential for novel analgesics. Curr Pain Headache Rep, 2013; 17: 378

 15. Millward-Sadler SJ, Wright MO, Flatman PW, Salter DM: ATP in the mech-
anotransduction pathway of normal human chondrocytes. Biorheology, 
2004; 41: 567–75

 16. Knight MM, McGlashan SR, Garcia M et al: Articular chondrocytes express 
connexin 43 hemichannels and P2 receptors – a putative mechanorecep-
tor complex involving the primary cilium? J Anat, 2009; 214: 275–83

 17. Varani K, De Mattei M, Vincenzi F et al: Pharmacological characterization of 
P2X1 and P2X3 purinergic receptors in bovine chondrocytes. Osteoarthritis 
Cartilage, 2008; 16: 1421–29

 18. Bravo D, Maturana CJ, Pelissier T et al: Interactions of pannexin 1 with 
NMDA and P2X7 receptors in central nervous system pathologies: Possible 
role on chronic pain. Pharmacol Res, 2015; 101: 86–93

 19. McInnes IB, Cruwys S, Bowers K, Braddock M: Targeting the P2X7 receptor 
in rheumatoid arthritis: biological rationale for P2X7 antagonism. Clin Exp 
Rheumatol, 2014; 32: 878–82

 20. Portales-Cervantes L, Niño-Moreno P, Doníz-Padilla L et al: Expression and 
function of the P2X(7) purinergic receptor in patients with systemic lupus 
erythematosus and rheumatoid arthritis. Hum Immunol, 2010; 71: 818–25

 21. Manzano JI, Konstantinovic J, Scaccabarozzi D et al: 4-Aminoquinoline-
based compounds as antileishmanial agents that inhibit the energy me-
tabolism of Leishmania. Eur J Med Chem, 2019; 180: 28–40

 22. Singh K, Kaur H, Chibale K et al: 2-Aminopyrimidine based 4-aminoquino-
line anti-plasmodial agents. Synthesis, biological activity, structureeactivity 
relationship and mode of action studies. Eur J Med Chem, 2012; 52: 82–97

 23. Bekhit AA, El-Sayed OA, Aboulmagd E, Park JY: Tetrazolo[1,5-a]quinoline as 
a potential promising new scaffold for the synthesis of novel anti-inflam-
matory and antibacterial agents. Eur J Med Chem, 2004; 39: 249–55

 24. Ling Y, Yang QX, Teng YN et al: Development of novel amino-quinoline-5,8-
dione derivatives as NAD(P)H: quinone oxidoreductase 1 (NQO1) inhibi-
tors with potent antiproliferative activities. Eur J Med Chem, 2018; 154: 
199–209

 25. Hu H, Yang B, Li Y, Zhang S, Li Z: Blocking of the P2X7 receptor inhibits the 
activation of the MMP-13 and NF-kB pathways in the cartilage tissue of 
rats with osteoarthritis. Int Mol Med, 2016; 192: 1922–32

 26. Sagar DR, Staniaszek LE, Okine BN et al: Tonic modulation of spinal hyper-
excitability by the endocannabinoid receptor system in a rat model of os-
teoarthritis pain. Arthritis Rheum, 2010; 62: 3666–76

 27. Bove SE, Calcaterra SL, Brooker RM et al: Weight bearing as a measure 
of disease progression and efficacy of anti-inflammatory compounds in a 
model of monosodium iodoacetate-induced osteoarthritis. Osteoarthritis 
Cartilage, 2003; 11: 821–30

 28. Fernihough J, Gentry C, Malcangio M et al: Pain related behaviour in two 
models of osteoarthritis in the rat knee. Pain, 2004; 112: 83–93

 29. Konttinen YT, Sillat T, Barreto G et al: Osteoarthritis as an autoinflamma-
tory disease caused by chondrocyte-mediated inflammatory responses. 
Arthritis Rheum, 2012; 64: 613–16

 30. Keystone EC, Wang MM, Layton M et al., D1520C00001 Study Team: Clinical 
evaluation of the efficacy of the P2X7 purinergic receptor antagonist 
AZD9056 on the signs and symptoms of rheumatoid arthritis in patients 
with active disease despite treatment with methotrexate or sulphasala-
zine. Ann Rheum Dis, 2012; 71: 1630–35

 31. Ruggeri R, Pulsatelli L, Melchiorri C et al: Differential expression of IL-1 and 
TNF receptors in inflammatory arthritis and osteoarthritis. Boll Soc Ital Biol 
Sper, 1996; 72: 15–20

 32. Loeser RF: Molecular mechanisms of cartilage destruction in osteoarthri-
tis. J Musculoskelet Neuronal Interact, 2008; 8: 303–6

 33. Attur MG, Patel IR, Patel RN et al: Autocrine production of IL-1 beta by hu-
man osteoarthritis-affected cartilage and differential regulation of endoge-
nous nitric oxide, IL-6, prostaglandin E2, and IL-8. Proc Assoc Am Physicians, 
1998; 110: 65–72

 34. Tripathi P, Tripathi P, Kashyap L, Singh V: The role of nitric oxide in inflam-
matory reactions. FEMS Immunol Med Microbiol, 2007; 51: 443–52

 35. Zhou JL, Fang HS, Peng H et al: PKCa agonists enhance the protective ef-
fect of hyaluronic acid on nitric oxide-induced apoptosis of articular chon-
drocytes in vitro. Iran J Basic Med Sci, 2013; 16: 1276–81

 36. Lister MF, Sharkey J, Sawatzky DA et al: The role of the purinergic P2X7 re-
ceptor in inflammation. J Inflamm (Lond), 2007; 4: 5

 37. Gourine AV, Poputnikov DM, Zhernosek N et al: P2 receptor blockade atten-
uates fever and cytokine responses induced by lipopolysaccharide in rats. 
Br J Pharmacol, 2005; 146: 139–45

 38. Catal F, Mete E, Tayman C et al: Auman monoclonal anti-TNF alpha anti-
body (adalimumab) reduces airway inflammation and ameliorates lung his-
tology in a murine model of acute asthma. Allergol Immunopathol (Madr), 
2015; 43: 14–18

 39. Johnsen-Soriano S, Sancho-Tello M, Arnal E et al: Comparison of the acute 
effects of anti-TNF-alpha drugs on a uveitis experimental model. Ocul 
Immunol Inflamm, 2010; 18: 208–15

 40. Grounds MD, Davies M, Torrisi J et al: Silencing TNFalpha activity by using 
Remicade or Enbrel blocks inflammation in whole muscle grafts: An in vivo 
bioassay to assess the efficacy of anti-cytokine drugs in mice. Cell Tissue 
Res, 2005; 320: 509–15

 41. Hong HS, Son Y: Substance P ameliorates collagen II-induced arthritis in 
mice via suppression of the inflammatory response. Biochem Biophys Res 
Commun, 2014; 453: 179–84

 42. Kim SJ, Kim JE, Kim SH et al: Therapeutic effects of neuropeptide substance 
P coupled with self-assembled peptide nanofibers on the progression of 
osteoarthritis in a rat model. Biomaterials, 2016; 74: 119–30

 43. Malemud CJ, Islam N, Haqqi TM: Pathophysiological mechanisms in osteo-
arthritis lead to novel therapeutic strategies. Cells Tissues Organs, 2003; 
174: 34–48

 44. Schlomann U, Wildeboer D, Webster A et al: The metalloprotease disinte-
grin ADAM8. Processing by autocatalysis is required for proteolytic activi-
ty and cell adhesion. J Biol Chem, 2002; 277: 48210–19

 45. DeFrate LE, Kim-Wang SY, Englander ZA, McNulty AL: Osteoarthritis year in 
review 2018: Mechanics. Osteoarthritis Cartilage, 2019; 27(3): 392–400

Indexed in: [Current Contents/Clinical Medicine] [SCI Expanded] [ISI Alerting System]  
[ISI Journals Master List] [Index Medicus/MEDLINE] [EMBASE/Excerpta Medica]  
[Chemical Abstracts/CAS]

He J. et al.: 
2-aminoquinoline prevents cartilage degradation in osteoarthritis rats
© Med Sci Monit, 2020; 26: e920346

LAB/IN VITRO RESEARCH

This work is licensed under Creative Common Attribution-
NonCommercial-NoDerivatives 4.0 International (CC BY-NC-ND 4.0) e920346-7



 46. Chubinskaya S, Kuettner KE, Cole AA: Expression of matrix metalloprotein-
ases in normal and damaged articular cartilage from human knee and an-
kle joints. Lab Invest, 1999; 79: 1669–77

 47. Csaki C, Mobasheri A, Shakibaei M: Synergistic chondroprotective effects of 
curcumin and resveratrol in human articular chondrocytes: Inhibition of IL-
1beta-induced NF-kappaB-mediated inflammation and apoptosis. Arthritis 
Res Ther, 2009; 11: R165

 48. Chen YJ, Tsai KS, Chan DC et al: Honokiol, a low molecular weight natural 
product, prevents inflammatory response and cartilage matrix degradation 
in human osteoarthritis chondrocytes. J Orthop Res, 2014; 32: 573–80

 49. Ding Q, Zhong H, Qi Y et al: Anti-arthritic effects of crocin in interleukin-1b-
treated articular chondrocytes and cartilage in a rabbit osteoarthritic mod-
el. Inflamm Res, 2013; 62: 17–25

 50. Chang X, He H, Zhu L et al: Protective effect of apigenin on Freund’s com-
plete adjuvant-induced arthritis in rats via inhibiting P2X7/NF-kB pathway. 
Chem Biol Interact, 2015; 236: 41–46

 51. Naito K, Takahashi M, Kushida K et al: Measurement of matrix metallopro-
teinases (MMPs) and tissue inhibitor of metalloproteinases-1 (TIMP-1) in 
patients with knee osteoarthritis: Comparison with generalized osteoar-
thritis. Rheumatology (Oxford), 1999; 38: 510–15

 52. Murphy G, Knäuper V, Atkinson S et al: Matrix metalloproteinases in ar-
thritic disease. Arthritis Res, 2002; 4(Suppl. 3): S39–49

 53. Kusano K, Miyaura C, Inada M et al: Regulation of matrix metalloproteinas-
es (MMP-2,-3,-9, and-13) by Interleukin-1 and interleukin-6 in mouse cal-
varia: Association of MMP induction with bone resorption. Endocrinology, 
1998; 139: 1338–45

 54. Inada M, Wang Y, Byrne MH et al: Critical roles for collagenase-3 (Mmp13) 
in development of growth plate cartilage and in endochondral ossification. 
Proc Natl Acad Sci USA, 2004; 101: 17192–97

 55. Knäuper V, Bailey L, Worley JR et al: Cellular activation of proMMP-13 by 
MT1-MMP depends on the C-terminal domain of MMP-13. FEBS Lett, 2002; 
532: 127–30

 56. Konttinen YT, Ainola M, Valleala H et al: Analysis of 16 different matrix me-
talloproteinases (MMP-1 to MMP-20) in the synovial membrane: Different 
profiles in trauma and rheumatoid arthritis. Ann Rheum Dis, 1999; 58: 
691–97

 57. Itoh T, Uzuki M, Shimamura T, Sawai T: [Dynamics of matrix metalloprotein-
ase (MMP)-13 in the patients with rheumatoid arthritis.] Ryumachi, 2002; 
42: 60–69 [in Japanese]

 58. Visse R, Nagase H: Matrix metalloproteinases and tissue inhibitors of me-
talloproteinases: Structure, function, and biochemistry. Circ Res, 2003; 92: 
827–39

 59. Gilbert SJ, Blain EJ, Al-Sabah A et al: Protein kinase R plays a pivotal role 
in oncostatin M and interleukin-1 signalling in bovine articular cartilage 
chondrocytes. Eur Cell Mater, 2012; 23: 41–57

Indexed in: [Current Contents/Clinical Medicine] [SCI Expanded] [ISI Alerting System]  
[ISI Journals Master List] [Index Medicus/MEDLINE] [EMBASE/Excerpta Medica]  
[Chemical Abstracts/CAS]

He J. et al.: 
2-aminoquinoline prevents cartilage degradation in osteoarthritis rats

© Med Sci Monit, 2020; 26: e920346
LAB/IN VITRO RESEARCH

This work is licensed under Creative Common Attribution-
NonCommercial-NoDerivatives 4.0 International (CC BY-NC-ND 4.0) e920346-8


