
RESULTS: The results of CCK-8 revealed that DHI significantly suppressed LPS-
induced cell proliferation (shown in Fig.1). LPS stimulation resulted in a significant
increment of p65 contents in nucleus and a decrement of p65 contents in cytoplasm in
rat MCs compared with NC. PDTC and DHI exerted potent inhibitory effect on
increasing expression of p65 in nucleus and decreasing in cytoplasm compared with
LPS treatment group. The inhibitory effect on NF-jB nuclear translocation of DHI was
in a dose- dependent manner (shown in Fig.2). The Western blot assay showed that the
protein level of IjB-a in cytoplasm treated by LPS decreased significantly compared
with that in control (shown in Fig. 3) and this decrement was significantly reversed by
PDTC and DHI. In addition, the protein expression of ICAM-1, TGF-b1, iNOS and
FN was also inhibited by PDTC and DHI (shown in Fig. 4).
CONCLUSION: DHI significantly repressed LPS-induced cell proliferation and FN
expression in rat MCs through inhibiting the activation of NF-jB signaling pathway
and protein expression of its downstream inflammatory mediators. The ameliorative
effects of DHI on MsPGN might be associated with this inhibition effect on NF-B
signaling pathway.
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BACKGROUND AND AIMS: Despite increasing use of plastic based products and
their potential health risks on the humans, very little is known about their possible
accumulation in the food chain and their further long-term effect on the human health.
Recently, there are increasing reports related to the potential risk of polystyrene
microplastics to the human respiratory system and human intestinal epithelia cell line.
In this study, we assayed the primary effect of microplastic particles on the human
kidney cells. To that aim, we used human podocytes cells and four different types of
plastic particles including; polyvinyl chloride (PVC), polypropylene (PP), polyamide
(PA) and tyre wear particles to evaluate the effects of microplastics on the viability and
morphology of human podocytes in vitro.
METHOD: In this study, we applied different biological methods such as, cell viability
test and phalloidin staining, to assay the toxicity of particles and their further effects on
the actin cytoskeleton organization in human podocytes, respectively. Furthermore,
Raman imaging is used to track particle attachment on the cells and to evaluate the
possible changes in the cell compartment following the particle treatment. The particle
uptake by the cells and changes in cellular biological features were visualized with the
use of scanning electron microscopy (SEM).
RESULTS: As a primary result, the cytotoxicity response of particle treatment was
found to be dependent on the polymer type. As an example higher concentration of PP
particle as compared to PVC, PA, and tyre wear caused a similar rate of cell mortality.
Furthermore, the degree of particle attachment on the cells depended on their adhesion
properties, which was higher in PA, PVC and tyre wear in comparison to PP particles.
These particles remained attached to the cell surface even after two-three times of
washing with PBS. Based on the phalloidin staining results, particle treatment induced
cytoskeleton reorganization in podocytes in vitro. With the use of Raman imaging
particle attachment was confirmed based on the fingerprint spectra related to each
particle.
CONCLUSION: This study suggests that exposure duration and particle
concentrations are two of the key factors to evaluate the toxicological effect of particles
on podocytes as a highly-specialized epithelial cells in the kidney. It is supposed that
two mechanisms can be related to the harmful effects of plastic particles on podocytes.
First, particle attachment on the cell surface leading to limitation of nutrient uptake by
the cells. Second, uptake of smaller size particles into the cells through phagocytosis.
More studies are necessary to determine the direct effect of microplastics on human
kidney cells.
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BACKGROUND AND AIMS: Reduced expression of CD28 molecule on CD4þ and
CD8þ cells is a potential marker of senescence and has also been described in end
stage renal disease (ESRD). Aim of the present study was to evaluate changes of CD28
expression on CD4þ and CD8þ cells in ESRD patients, and to assess possible effects of
ageing and HD.
METHOD: Flow cytometric analysis was performed in 96 patients [M/F 54/42 Age
56.6(18-81)yrs] on HD to evaluate the expression of CD28 antigen on CD4þ and

CD8þ cells. Proportions and absolute numbers of CD4þCD28null and
CD8þCD28null cells were estimated, and results were correlated to patients age and
time on HD. Patients with malignant or systemic disease were excluded, as those with
inadequate HD (KT/V<1,2), or recent (<3months) infection. Results were compared
to those of 27 healthy controls, similar age, sex, and race.
RESULTS: HD patients had significantly reduced lymphocyte count (p<0.001),
percentage and total count of CD3þ cells (p=0.04, p<0.0001, respectively) and CD4þ
cells (p=0.005, p<0.001, respectively). Percentage of CD4þCD28null and
CD8þCD28null cells were both increased in patients compared to controls (p=0.009,
p=0.01, respectively). However, although changes in CD8CD28null cells were evident
early, even in <2yrs, similar changes in CD4CD28null cells, appeared only after �2yrs
on HD, (p=0.004).
Age of the patients had significant correlation with CD8þCD28null cells (r=0.4,
p=0.001). In the older groups (>40yrs) patients had significantly increased
CD3þCD28null, CD4þCD28null and CD8þCD28null cells, compared to older
controls (p=0.002, p=0.003, p=0.01, respectively).
CONCLUSION: CD28 expression is significantly reduced on CD4þ and CD8þ cells
in HD patients. CD8þCD28null expression is significantly affected early, both by age
and HD, while CD28 expression on CD4þ seems to be more stable, as CD4þCD28null
cells increase in older patients, after long time on HD.
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BACKGROUND AND AIMS: COVID-19 is a pandemic with no end in sight. There is
only one approved antiviral agent but global stocks are deemed insufficient. Despite in
vitro antiviral activity, clinical trials of chloroquine and hydroxychloroquine were
disappointing, and they may even impair outcomes. Chloroquine causes zebroid
deposits reminiscent of Fabry disease (a-galactosidase A deficiency) and endothelial
cells are key targets of COVID-19. The study aims to investigate in vitro the effect of
enzyme replacement therapy (ERT) in chloroquine-induced endothelial dysfunction.
METHOD: We have explored the effect of chloroquine on cultured endothelial cells
and its modulation by recombinant a-galactosidase A (agalsidase-b). Following dose-
response studies, 0.5 lg/mL chloroquine was added to cultured human endothelial
cells. Neutral red and Lysotracker were used to assess lysosomes. Cytotoxicity was
evaluated by the 3-(4, 5-dimethylthiazol-2-yl)-2, 5-diphenyltetrazolium bromide) -
MTT assay and cell stress by assessing reactive oxygen species (ROS) and nitric oxide
(NO). In endothelial cells, chloroquine induced dose-dependent cytotoxicity at in vitro
test concentrations for COVID-19 therapy.
RESULTS: Chloroquine significantly induced the accumulation of acid organelles
(P<0.05), increased ROS levels, and decreased NO production (P<0.05), in vitro.
These adverse effects of chloroquine on endothelial cell biology were decreased by
agalsidase-b (P<0.05).
CONCLUSION: Chloroquine-induced endothelial cell cytotoxicity and stress is
attenuated by agalsidase-b treatment. This suggests that endothelial cell injury may
contribute to the failure of chloroquine as therapy for COVID-19 and may be at least
in part related to causing dysfunction of the lysosomal enzyme a-galactosidase A.
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