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Abstract: Asymmetric dimethylarginine (ADMA), an endogenous nitric oxide (NO) synthase in-
hibitor, inhibits NO synthesis and contributes to the pathogenesis of many human diseases. In
adults, ADMA has been identified as a biomarker for chronic kidney disease (CKD) progression
and cardiovascular risk. However, little attention is given to translating the adult experience into
the pediatric clinical setting. In the current review, we summarize circulating and urinary ADMA
reported thus far in clinical studies relating to kidney disease in children and adolescents, as well
as systematize the knowledge on pathophysiological role of ADMA in the kidneys. The aim of this
review is also to show the various analytical methods for measuring ADMA and the issues tht need
to be addressed before transforming to clinical practice in pediatric medicine. The last task is to
suggest that ADMA may not only be suitable as a diagnostic or prognostic biomarker, but also a
promising therapeutic strategy to treat pediatric kidney disease in the future.
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1. Introduction

Asymmetric dimethylarginine (ADMA) is a naturally occurring amino acid [1]. ADMA
has received much attention over the past decades as it is an endogenous inhibitor of nitric
oxide (NO) production [2-4]. ADMA is involved in the pathogenesis of a wide spectrum
of human diseases [1]. According to current evidence, ADMA has been considered as a
biomarker predicting higher mortality in chronic kidney disease (CKD) [5], as well as a
faster progression of kidney injury [6]. However, much less attention has been paid to
studying ADMA in the pediatric population. There has been growing research interest
in ADMA with a thorough investigation as updated on July 2021, yielding more than
3000 items in PubMed. However, only less than 10% of the articles are related to pedi-
atrics. Thus, the focus of the current review is on the clinical significance of ADMA in
pediatric renal diseases from a clinician’s perspective, beyond pathophysiological phe-
nomena. Our search strategy was designed to retrieve literature relating to ADMA from
PubMed/MEDLINE databases. Specific emphasis was put on clinical studies on neonates,
children, and adolescents reporting on ADMA and related NO parameters in the renal sys-
tem. Additional studies targeting the pathophysiological phenomenon of ADMA related
to its clinical significance were also considered.
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2. ADMA: A Historical Perspective

In 1970, long before the discovery of NO, Kakimoto and Akazawa first identified and
isolated ADMA from human urine [7]. Though renal excretion was initially considered
as the major route for ADMA removal, a study from McDermott suggested ADMA may
undergo extensive metabolism [8]. Ogawa et al. further identified the enzyme dimethylargi-
nine dimethylaminohydrolase-1 (DDAH-1) that metabolizes ADMA to generate L-citrulline
and dimethylamine (DMA) in 1987 [9]. In 1999, a second DDAH isoform (DDAH-2) was
discovered [10]. A newly discovered mitochondrial aminotransferase expressed primarily
in the kidney, namely alanine-glyoxylate aminotransferase 2 (AGXT2), can also metabolize
ADMA [11].

The biologically relevant effects of ADMA as an NO synthase (NOS) inhibitor were
first reported by Vallance and colleagues [2]. In 1992, they showed that ADMA can inhibit
NO synthesis and also demonstrated that hemodialysis patients had higher blood ADMA
levels than controls [2]. According to these findings, the possibility of ADMA acting as
endogenous regulators in the NO pathway in health and diseases raised considerable
interest. So far, there has been mounting evidence showing that ADMA is involved in
the pathophysiology of diverse biological functions, including endothelial dysfunction [3],
apoptosis, [12], oxidative stress [13], autophagy [14], gene regulation [15,16], inflamma-
tion [17], and immunological function [18]. Overall, ADMA now has a significant impact
on human health and potential therapeutic strategies [4,19-22].

2.1. ADMA Biosynthesis and Metabolism

Methylarginines are continuously produced by protein methylation during normal
protein turnover. Arginine residues in proteins are methylated by a family of protein
arginine methyl transferases (PRMTs) to form protein-bound ADMA. Free ADMA is
created on proteolysis of methylated proteins [23]. Symmetric dimethylarginine (SDMA) is
a structural isomer of ADMA. Today, it is clear that type I PRMTs (PRMT-1, -3, -4, -6, and
-8) produce ADMA, while type II PRMTs (PRMT-5 and -9) generate SDMA [23].

After release, free ADMA migrates into the extracellular space and circulation. Free
ADMA and SDMA share a common transport process. The cationic amino acid transporter
(CAT) family can transport ADMA in and out of cells [24]. CATs mediate uptake of ADMA
by neighboring cells or distant organs, thereby promoting active interorgan transport. Free
ADMA can be transported through circulation into target organs such as the kidney for
enzymatic degradation. ADMA is eliminated partly via urinary excretion but mainly via
metabolism. A healthy adult produces 60 mg of ADMA per day (~300 uM), of which
around 10-20% is excreted in urine via the kidneys [25].

Today, three enzymes have been identified to degrade ADMA: DDAH-1, DDAH-2,
and AGXT2 [9-11]. The majority of ADMA involves its hydrolysis to DMA and L-citrulline
by DDAHs. In addition, ADMA can also be transaminated by AGXT2 to form «-keto-
5-(NG,NG—dimethylguanidino) valeric acid (DMGYV) [11]. ADMA concentrations in the
plasma and tissues, hence, are dependent on factors that can inhibit DDAHs [26], including
hyperglycemia [27], angiotensin II administration [28], and oxidative stress [29].

The main biologic action of ADMA is the inhibition of NO biosynthesis. At physi-
ological conditions, NOS is well saturated with the substrate L-arginine and NO is gen-
erated. When intracellular ADMA reaches the pathological concentration, it competes
with L-arginine and thus reduces NO production. Under such conditions, the addition
of exogenous L-arginine displaces ADMA intracellularly and restores the physiological
L-arginine-to-ADMA ratio to a level enough to restore NO production [25]. Accordingly,
NO biosynthesis depends on the local L-arginine-to-ADMA ratio.

Intracellular ADMA levels can be 5- to 20-fold higher than those in the plasma, in
an organ-specific manner [24]. This discrepancy of ADMA concentration across different
organs can be the result of differential expression of DDAHs in different organs. Data from
animal research indicated that the concentrations of ADMA were highest in the kidney,
liver, spleen, and pancreas, followed by the heart and lung, and lowest in the brain [30].
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DDAH-1 deficient mice showed that ADMA is mainly regulated by DDAH-1, which is
highly expressed in the liver and kidney cortex, the main sites of ADMA metabolism [31].
These findings suggest that both the kidney and the liver are major sites for the metabolism
of excessive circulating ADMA [32]. The biosynthesis and elimination of ADMA and the
relation of ADMA to NO are illustrated diagrammatically in Figure 1.
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Figure 1. Simplified schema of synthesis, transport, and elimination of ADMA in the kidney. The
enzymes in protein arginine methyltransferases (PRMTs) family methylate protein-bound L-Arginine
residues (purple cycle) to generate protein-bound ADMA (red circle) and SDMA (yellow circle). Upon
proteolysis, free ADMA is released and moved out of the cells via cationic amino acid transporter
(CAT). In the kidneys, ADMA can be removed via urinary excretion or enzymatic degradation.
Dimethylarginine dimethylaminohydrolase-1 (DDAH-1) and -2 (DDAH-2) can catalyze ADMA
to generate L-Citrulline and dimethylamine (DMA). In addition, ADMA can be metabolized by
alanine-glyoxylate aminotransferase 2 (AGXT2). In the kidney, ADMA can inhibit nitric oxide (NO)
synthase to inhibit NO production.

2.2. Quantification of ADMA

As ADMA has a narrow range of normal concentrations, a high-precision analyti-
cal method is required to distinguish between normal and slightly high levels [33]. To
date, several analytical methods for the quantitative determination of ADMA concen-
trations include high-performance liquid chromatography (HPLC), HPLC with mass
spectrometric detection (HPLC-MS) [34], ultrahigh performance liquid chromatography
(UPLC)-MS/MS [35], liquid chromatography (LC)-MS and LC-MS/MS [36,37], gas chro-
matography (GC)-MS [38], and enzyme-linked immunosorbent assay (ELISA) [39].

In clinical and experimental studies, HPLC-based methods are the most commonly
used techniques for determining ADMA concentrations in the plasma, urine, and tissue
homogenate [34]. Since ADMA and its structural isomer SDMA have identical molecular
weights, chromatographic separation using HPLC with radioimmunoassay, fluorescence
(FL), or ultraviolet (UV) detection was shown to be mandatory [40]. Among them, fluores-
cent derivatization with ortho-phthaldialdehyde (OPA) or AccQ-Fluor has been the most
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frequently used HPLC method for measuring plasma and tissue ADMA [40]. However,
the required time consumption is a major concern for these HPLC methods.

Prior research has noted variation in ADMA levels between laboratories using differ-
ent analytical methods. As reviewed elsewhere [40], circulating ADMA levels of healthy
adults reported by different groups of investigators show a diverse range from 0.12 to
4.0 uM/L. Techniques utilizing the specificity of MS-based methods report mean values
in healthy adults between 0.12 and 1.34 uM/L ADMA. Although MS-based methods are
more sensitive, these techniques require considerably more expensive instrumentation that
may be out of reach for most hospitals on a routine basis. An ELISA method used for deter-
mining plasma/serum ADMA has also been developed. However, it tends to overestimate
ADMA concentrations [41]. Additionally, most studies showed a poor correlation between
quantification by ELISA compared with other methods for determining ADMA [40-42].
Importantly, standardized analytical methods with sufficient sensitivity and specificity as
well as reproducibility will be essential for ADMA to be reliably assessed on a routine basis
in clinical space.

In addition to analytic methods, the variability in ADMA concentrations may be at-
tributed to age. In adults, plasma ADMA levels increase with age. The mean concentration
for a healthy adult is between 0.4 and 0.6 uM/L, with an approximately two-fold increase
in the geriatric population [43]. There seems no sex difference exists in ADMA concen-
tration [31,40]. On the other hand, ADMA levels are higher in the pediatric population
than in adults. In neonates, ADMA values in venous cord blood are significantly higher
(~1.06 uM/L) and drop with a mean declining rate of 15 nM per year from birth until
near the age of 25 years [44,45]. Accordingly, these observations demonstrated a U-shaped
relationship between blood ADMA levels and age, with the highest values in elderly and
young children. It is noteworthy, however, that many human diseases are related to plasma
levels of ADMA [1], its tissue level remains largely unknown in clinical studies.

2.3. ADMA and Kidney

Kidneys perform crucial functions in ADMA metabolism; they excrete ADMA and
express high levels of DDAH to metabolize ADMA. As ADMA is listed as uremic toxins
by the European Uremic Toxin Work Group (EUTox) [46], there is a growing demand from
clinicians to better understanding levels of ADMA for kidney diseases.

Considering ADMA has a low molecular weight similar to urea, dialysis is considered
the ideal option for its removal of ADMA [47]. However, it was shown that a single dialysis
session reduced ADMA levels by 23% [48]. After dialysis, a rebound increase in plasma
ADMA levels can reach an even higher level compared to the baseline. Increased ADMA
levels in both patients with CKD and end-stage kidney disease (ESKD) are reported in many
studies, as reviewed elsewhere [6,49,50]. Plasma ADMA levels may predict the progression
of kidney injury and cardiovascular risk and mortality in patients with CKD [5,6,50].

At least three possibilities exist for an elevation of plasma ADMA: a decrease in renal
excretion, a decreased enzymatic metabolism, and an increased synthesis of ADMA. The
first two mechanisms have been shown to contribute to elevations of ADMA in kidney
disease, whereas the impact of PRMT-mediated increased synthesis remains unknown [49].
Although ADMA is excreted by the kidneys to some extent, decreased ADMA metabolism
is the major reason for its elevation in kidney disease.

In the kidney, ADMA can regulate NO and therefore govern many important functions.
These include regulation of renal hemodynamics, mediation of pressure-natriuresis, modu-
lation of medullary blood flow, modulation of renal sympathetic neural activity, blunting of
tubuloglomerular feedback, regulation of BP, and inhibition of sodium reabsorption [51,52].

In the absence of human data, research with experimental animals is the most reliable
means of exploring the role of ADMA in tissues. In spontaneously hypertensive rats (SHRs),
elevated ADMA levels in the kidneys and lungs have been reported [53,54]. Additionally,
ADMA concentrations are increased in the aortas and kidneys of diabetic rodents [55,56].
These findings support a proposed role for tissue ADMA in various diseases. In a young
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rat bile-duct ligation (BDL) model, we simultaneously determined ADMA concentrations
in the plasma, liver, and kidneys [57]. We found that increases in ADMA in the plasma
are largely due to increased synthesis of ADMA coinciding with enhancing PRMT1 abun-
dance in the liver. Although the metabolism of ADMA is unaltered in the damaged liver,
decreased renal DDAH activity resulting in the kidneys are unable to metabolize excessive
ADMA. We also found that ADMA levels in the brain cortex of young BDL rats were unal-
tered, unlike in the liver and kidneys [58]. Thus, results from these studies that changes in
plasma ADMA do not always correlate with tissue ADMA levels. There will be a growing
need to be able to analyze tissue ADMA levels and better understand the impact of tissue
ADMA levels apart from plasma ADMA levels in clinical research.

Furthermore, our previous report showed that ADMA can impair developing kidneys,
resulting in reduced nephron number [56]. Metanephroi grown in 2 or 10 uM ADMA
were found to have fewer and smaller nephrons in a dose-dependent manner [50]. Using
next-generation RNA sequencing (NGS) analysis, we found that 1221 differential expressed
genes were significantly altered in metanephroi treated with ADMA at the concentration
of 10 uM [59]. Among them, Avprla, Hba2, Hba-a2, Ephx2, and Npylr have been identified
as differentially expressed genes in the kidney related to the regulation of BP [60]. An
implication of these findings is ADMA plays a significant role in the development and
function of the kidney.

3. ADMA as a Biomarker in Pediatric Kidney Disease

Table 1 summarizes the plasma and urinary ADMA levels, as well as their analytic
methods in pediatric kidney disease, as reported in the literature. In 28 children and
adolescents with CKD stage 2-3 and a mean age of 12.6 years, mean plasma ADMA levels
were measured using HPLC-MS technique to be 1.1 uM/L, which was slightly higher than
0.8 uM/L in healthy controls [61,62]. Additionally, plasma ADMA levels were positively
correlated with BP load.

In studies from our group, we used HPLC with fluorescence detection of OPA/3-
mercaptopropionic acid (3MPA) derivatives to measure ADMA. In 57 children and ado-
lescents with early stages of CKD, we found comparable plasma ADMA levels between
CKD stage 1 and stages 2-3 [63]. There was a positive correlation between ADMA and
augmentation index (Al), an arterial stiffness parameter. In 121 CKD stages 1—4 children
who were normotensive or hypertensive, the corresponding median values of ADMA were
1.05 and 1.1, with no statistical difference between the two groups [64]. In adults, prior
research demonstrated a gradual increase in ADMA concentrations with declining renal
function after stratification for estimated glomerular filtration rate (eGFR) [49]. Since most
pediatric studies are of limited values since they were either small sample size or use of
different methods for measuring ADMA, it is hard to summarize available data to interpret
whether ADMA correlates with renal function in pediatric CKD. We, therefore, pooled
data from our previous studies in pediatric CKD using the same HPLC method to analyze
ADMA and illustrated our results in Figure 2. Plasma ADMA level is not correlated with
blood creatinine level or eGFR in children and adolescents with CKD, most likely because
most ADMA undergoes enzymatic degradation.
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Table 1. Concentrations of ADMA in children and adolescents with kidney disease.

Type of Kidney . Analytic
Disease Study Group of Patients Age, Years ADMA Method Ref.
Plasma level (uM/L)
Brook et al., 28 CKD stage 2-3 cases 126 £1 1.1+03*%
CKD 2009 10 controls 11.3+4.7 08+0.2 HPLC-MS [61,62]
Chien et al., 34 CKD stage 1 cases 8.5 (6.1-13.9) 0.8 (0.5-1.6) HPLC [63]
2015 23 CKD stage 2-3 cases 14.7 (9.6-16.8) 0.6 (0.4-1.2)
Hsuetal.,, 74 CKD stage 1-4 with normal BP cases 10 (6.4-14.2) 1.05 (0.7-1.33) HPLC [64]
2019 47 CKD stage 1-4 with abnormal BP cases 8.7 (4.8-15.7) 1.1 (0.8-1.3)
Benito et al., 24 controls 6-18 0.7 (0.2-1.1) .
2018 32 CKD stage 2-5 cases 3-17 0.9 (0.6-1.4) LC-MS [65]
26 controls 145+ 33 0.39 £ 0.01
Makulska 36 CKD cases 149+ 35 0.65 £ 0.03 *
etal., 2015 20 PD cases 143 +£23 0.78 = 0.01 * ELISA [66]
20 HD cases 15+£33 0.85+0.01*
Snauwaert 50 controls 6.7 (4.2-9.8) 0.67 £0.11
etal., 2018 57 CKD stage 1-5 cases 8.8 (5.1-14.7) NS ELISA [67]
Liicke et al 9 FSGS cases 0.85+0.11*
FSGS 2008 M 11 non-FSGS cases 5-18 0.79 +£0.13 GC-MS/MS [68]
9 controls 0.68 +0.11
Hyla-Klekot 32 INS cases at relapse 0.53 +0.11
INS et al., 2015 32 INS cases at remission 217 0.54 +0.11 HPLC [69]
Glomerular Skrzypczyk 42 INS cases 10.8 +4.4 1.72+1.24 ELISA [70]
kidney disease etal., 2019 38 IgAN/HSN cases 119 +4.1 1.6 £1.19
12 HUS received PD cases 0.67 £ 0.16
HUS 12 controls 36+35 0.75 £0.21 GC-MS/MS (711
Urine (UM /mM creatinine)
Kuo et al., 20 CKD stage 1 cases 13 (5-18) 3.1 (0.4-20.8)
CKD 2012 25 CKD stage 2—4 cases 15 (5-18) 1.9 (0.1-9.4) HPLC [72]
Lin etal., 33 CKD stage 1 cases 8.6 (6.6-14) 16.9 (11.1-32.1) HPLC (73]
2016 22 CKD stage 2-3 cases 14.9 (11.4-16.8) 16.5(11.1-26.1) -
Liicke et al 9 FSGS cases 414 +55
FSGS 2008 v 11 non-FSGS cases 5-18 NS GC-MS/MS [68]
9 controls 15.7 £ 2.6
5 HUS received PD cases 33+25*
HUS 9 controls 3.6 +35 101+ 65 GC-MS/MS [71]

Data on age and ADMA levels are presented as mean + standard deviation or median (interquartile range); ADMA = Asymmetric
dimethylarginine; CKD = Chronic kidney disease; PD = Peritoneal dialysis; HD = Hemodialysis; FSGS = Focal segmental glomerulosclerosis;
INS = Idiopathic nephrotic syndrome, IgAN = IgA nephropathy; HSN = Henoch-Schoenlein nephropathy; HUS = hemolytic uremic
syndrome; NS = Not shown; * p < 0.05 versus controls.

In another small group of children (n = 32) with CKD stage 2-5, the median ADMA
level in the plasma were 0.9 pM/L for CKD children and 0.7 uM/L for controls [65]. How-
ever, the increased ADMA with disease severity did not reach significance. A study that
recruited 36 CKD and 40 ESKD children revealed that plasma ADMA levels were higher
in those with ESKD than those with CKD [66]. Using the ELISA method, plasma ADMA
concentrations were much higher in CKD children (0.65 £ 0.03 pM /L) compared to con-
trols (0.39 + 0.01 uM /L), with the highest values in ESKD children received hemodialysis
(0.85 £ 0.01 uM/L) and peritoneal dialysis (0.78 + 0.01 pM/L). Furthermore, another
study of pediatric CKD demonstrated that the median ADMA level in the plasma was
measured using ELISA to be 0.67 uM/L in healthy controls [67]. Nevertheless, ADMA
concentrations of the CKD Stages 1-5 group were expressed as a z-score. The ADMA
z-score was only higher than the control group in CKD Stage 5 children [67]. Though the
use of z-scores in pediatrics is widespread to accurately assess growth through anthro-
pometric measurements, calculating ADMA z-score might be inappropriate because of
lacking normal reference values from the pediatric population.

As shown in Table 1, there were three reports investigating ADMA regarding pediatric
glomerular kidney disease [68-70]. In 9 children with sporadic focal segmental glomeru-
losclerosis (FSGS) and 11 non-FSGS kidney diseases, the mean ADMA was measured
by the GC-MS/MS method to be 0.85 £ 0.11 and 0.79 + 0.13 uM/L, respectively [68].
This study demonstrated that plasma ADMA levels were only higher in FSGS but not in
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non-FSGS children compared to controls (0.68 & 0.11 uM/L). In 32 children with idiopathic
nephrotic syndrome (INS), differences in plasma ADMA values determined by the HPLC
method at the relapse phase and remission were comparable [69]. These findings indicate
that ADMA might not be a disease activity marker in childhood INS. Another study re-
cruited 80 children with glomerular kidney disease and found that plasma ADMA levels
were not different between patients with INS (1.72 &+ 1.24 pM/L) and IgA nephropathy
(IgAN)/Henoch-Schoenlein nephropathy (HSN) (1.6 £ 1.19 uM/L).

One study evaluated ADMA in pediatric hemolytic uremic syndrome (HUS), a fre-
quent cause of acute renal failure in childhood. In 12 children with HUS who received PD,
the mean ADMA levels were measured by the GC-MS/MS method to be 0.67 uM /L for
HUS and 0.75 uM/L for controls [71].

In addition to testing plasma, there were four studies evaluating urinary ADMA
concentrations in pediatric kidney disease [68,71-73]. In clinical studies, the collection of
urine for 24 h is not always feasible in the pediatric population. Thus, urinary ADMA
level is a correction of creatinine level using a spot urine sample. In pediatric CKD studies
from our group [72,73], we found urinary ADMA level alone was not correlated with
cardiovascular risks and CKD disease severity. However, the combined ratio between
ADMA and other L-arginine metabolites, such as DMA and SDMA, provides a better
correlation with BP load in children with early stages of CKD. In children with FSGS [68],
elevated ADMA concentrations were found in plasma but not urine, presumably resulting
from enhanced ADMA synthesis, suggesting a role of ADMA in the pathophysiology of
FSGS. Another study demonstrated that both urinary and plasma ADMA concentrations
were lower in children with HUS who received PD than controls [71]. Whether ADMA
was removed by PD or a decreased synthesis of ADMA in these children awaits further
evaluation. As ADMA can be degraded to DMA, the DMA level has been proposed
as a measure of whole-body ADMA synthesis [74]. The DMA-to-ADMA ratio has also
been proposed to reflect DDAH activity [75]. Our previous study showed that children
with CKD stages 2—4 had higher plasma levels of DMA compared to those with CKD
stage 1 [75]. Of note, DMA not only comes from ADMA but also a metabolic product of
uremic toxin trimethylamine N-oxide (TMAO). Furthermore, urinary DMA levels could
be seriously affected without dietary restriction as fish and seafood are abundant sources
of DMA. Accordingly, measurements of the ADMA, DMA, and TMAO simultaneously
warrant further investigations to explore the interplay between NO and TMAO pathways
in pediatric kidney disease.

Considering the data in Table 1, plasma levels of ADMA in healthy children diverge
from the studies using various analytical methods and different age populations. Similar
to adults, children with ESKD had higher ADMA levels than those with early stages of
CKD [66]. While data on ADMA correlating with disease severity in CKD are available
in adults, they remain to be investigated in forthcoming studies. In view of the fact that
ADMA values tend to be higher in neonates and young children [44,45], we hypothesize
that the lack of association between CKD staging and ADMA concentrations is because
of the predominance of younger children in early stages of CKD and small sample size
without ability to perform age subgroup analysis. Additionally, simultaneous ADMA
measurements in blood and urine are incomplete in most studies, which might help identify
their importance in pathophysiology. Taking all these together, ADMA is an emerging
as a diagnostic and prognostic biomarker in certain pediatric kidney diseases. Despite
plasma and urinary ADMA are considered cardiovascular risk factors in adults [5,50], such
evidence is still slim in children and adolescents. Additionally, its role as a predictive
biomarker in pediatric kidney disease has not been examined yet.
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Figure 2. Person correlation and linear regression analyses between plasma ADMA level and (A)
plasma creatinine level and (B) estimated glomerular filtration rate (e€GFR) in 216 CKD stage 1-4 chil-
dren and adolescents. This figure was constructed with data reported in part elsewhere [63,64,72,73].

4. ADMA as a Therapeutic Target

However, is ADMA just a risk biomarker, or does it play a crucial role in the patho-
genesis of pediatric kidney disease? Emerging evidence supports the view that countering
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ADMA may be a relevant, worthy area of intervention to prevent CVD and CKD pro-
gression [6,21,24]. As reviewed elsewhere [1,16,19,21], several drugs have shown ADMA-
lowering effects in clinical studies. These include fenofibrate, angiotensin-converting
enzyme inhibitors, angiotensin receptor blockers, metformin, folic acid, «-lipoic acid, and
oral contraceptives. However, the mechanism behind these drugs in reducing ADMA may
still not be clear.

Considering almost 80% of ADMA is degraded in the body, therapeutic approaches
have been assessed to enhance its degradation via enhancing DDAH enzymes and/or
activity. Today, several therapies have been shown to increase DDAH enzymes and/or
activity and thereby diminish ADMA concentrations in a broad range of animal models.
The list of reported medication consisted of melatonin [57], farnesoid X receptor agonist [76],
pioglitazone [77], telmisartan [78], aliskiren [79], N-acetylcysteine [80], metformin [81],
vitamin E [82], and shichimotsukokato [83].

On the other hand, epigallocatechin-3-gallate [84], glucagon-like peptide-1 receptor
agonist [85], and telmisartan [78] were shown to lower ADMA levels coinciding with
downregulation of PRMT-1 expression. The recent discovery of high-resolution crystal
structures of DDAH isoforms provides an insight into the molecular mechanisms that
regulate their activities [86]. There is a clear need to move beyond these studies to de-
velop pharmacological and biological agents modulating DDAHSs and /or PRMTs in the
near future.

5. Conclusions and Future Perspectives

Today, the measurement of ADMA in blood or urine is a useful measure of L-
arginine/ ADMA /NO pathway in kidney disease. Considering that ADMA levels are much
greater in neonates and children than in adults, there may be additional NO-independent
effects of ADMA in the pediatric population. ADMA has been used as a biomarker for
diagnosis and prognosis in pediatric renal diseases and has helped identify its importance
in pathophysiology, while numerous challenges remain to be overcome in translating
biomarker research into the clinical space.

Discrepancies observed among various studies for reported ADMA values could
be related to age [43—45], body mass [40], race [43], or methodology [40]. Heterogeneity
is an unavoidable feature in pediatric research, especially in biomarker interpretation.
From birth to adolescents, many physiological alterations occur in the body. ADMA
concentration is greatly variable in the pediatric population due to the broad age range.
Additionally, standardization of methodological heterogeneity may help to gain insight
into comparisons between different studies and yield definite conclusions. Currently,
various methods have been established for the measurement of ADMA. Nevertheless,
most methods have obvious limitations, especially performed on a routine basis in the
clinical setting. Therefore, future work in developing a simple high-precision method for
measuring ADMA in clinical practice is a necessity to advance our knowledge of the role
of ADMA as a biomarker in many pediatric disorders.

Another important aspect is that most pediatric studies have been limited by a small
sample size and inadequate power. Although substantial evidence indicates a direct
association between ADMA and CV risk in adult patients with CKD, such evidence is
still lacking in the pediatric population. Thus, large multicenter studies regarding kidney
diseases are needed to be able to establish more robust true relationships in children
and adolescents.

Pharmacological studies aiming to modulate the activity of DDAH/PRMT are also
relatively rare, especially in the pediatric population. It is imperative that specific ADMA-
lowering agents still require investigation. It is expected that the measurement of not just
ADMA but even ADMA-related indices that represent whole-body ADMA synthesis or
DDAH activity will give rise to valuable information, resulting in a more complete picture
and understanding of the involved pathways in various pediatric renal diseases.
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In summary, the aim of this review has been to point to some of the steps in these pro-
cesses that would benefit from further work to illuminate the role of ADMA as a biomarker
and to perhaps explore its significance in pathophysiology in pediatric renal diseases.
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