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Abstract: Rational drug use in special populations is a clinical problem that doctors and pharma-cists
must consider seriously. Neonates are the most physiologically immature and vulnerable to drug
dosing. There is a pronounced difference in the anatomical and physiological profiles be-tween
neonates and older people, affecting the absorption, distribution, metabolism, and excretion of drugs
in vivo, ultimately leading to changes in drug concentration. Thus, dose adjustments in neonates
are necessary to achieve adequate therapeutic concentrations and avoid drug toxicity. Over the past
few decades, modeling and simulation techniques, especially physiologically based pharmacokinetic
(PBPK) modeling, have been increasingly used in pediatric drug development and clinical therapy.
This rigorously designed and verified model can effectively compensate for the deficiencies of clinical
trials in neonates, provide a valuable reference for clinical research design, and even replace some
clinical trials to predict drug plasma concentrations in newborns. This review introduces previous
findings regarding age-dependent physiological changes and pathological factors affecting neonatal
pharmacokinetics, along with their research means. The application of PBPK modeling in neonatal
pharmacokinetic studies of various medications is also reviewed. Based on this, we propose future
perspectives on neonatal PBPK modeling and hope for its broader application.

Keywords: PBPK; modeling and simulation; term infants; preterm infants

1. Introduction

The lack of pediatric drug research is due to difficulties in recruiting a sufficient
number of children for clinical studies, ethical concerns associated with enrolling younger
children, low consent rates from neonatal parents, limited blood volume availability, and
high costs [1]. Consequently, fewer drugs have been authorized and are available for
pediatric clinical therapy as compared to the drugs available for adults.

Children are not simply smaller adults because the difference between them is not
only due to body weight or surface area but also due to physiological and biochemical
changes according to age, particularly in early life [2,3]. Childhood is characterized by
pronounced differences in growth and development [4]. Compared to other pediatric
subpopulations, the weight of infants from term birth to two years of age increases dra-
matically by approximately three times, and premature neonates can triple their weight
several weeks after receiving postnatal care [5]. Growth rates are most prominent during
the last trimester of pregnancy and the first trimester after delivery and are much higher
than the pubertal growth spurt [6]. Additionally, maturational physiological changes in
structural and functional development include the development of organ system functions,
cardiac output (CO), organ perfusion, permeability, glomerular filtration rate (GFR), and
the ontogeny of metabolic enzymes and transport [7]. Physiological factors in specific
neonatal subpopulations differ significantly from those in general adult and pediatric
populations, resulting in alterations to the main pharmacokinetic (PK) processes, includ-
ing absorption, distribution, metabolism, and excretion (ADME). For example, increased
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gastric pH and emptying time and decreased gastrointestinal size and transport time are
known to reduce the absorption rate of biopharmaceutical classification system class I and
II compounds in preterm neonates [8-10]. The reported lower plasma protein concentration,
higher body water content, and lower blood volume affect drug distribution in neonates [5].
Studies also have shown age-related changes in the activity and expression of uridine-5-
diphosphate glucuronosyltransferases (UGTs) and cytochrome p450 (CYP450) enzymes,
resulting in reduced drug clearance [11,12]. Neonatal renal clearance systems, such as GFR,
glomerular permeability, and reabsorption, are immature and change rapidly throughout
the first few months of life, reducing drug excretion [13]. These growth and development
processes are not linear and display interindividual variation [14]. However, there are
still many knowledge gaps regarding the ontogeny of the organs or tissues involved in
ADME processes, the effects of diseases on physiological maturation, and the influence of
developmental factors on drug disposition and pharmacological effects. Therefore, one of
the greatest difficulties in pediatric drug therapy is constantly exploring and adjusting the
proper, safe, and effective dose for neonates using evidence-based information rather than
empirical treatment.

Traditionally, allometric principles based on age, body weight, and body surface area
have been widely used to extrapolate suitable doses for children from adult data. Using
the power function, allometric scaling can reflect the relation between PK parameters, such
as clearance, volume of distribution, half-life, and size for different ages, from preterm
neonates to adults [15-20]. Previously, the allometric exponent used for all age groups
was fixed as 0.75 [21,22]. At present, this exponent is challenged for younger children
(<2 years of age), and the emerging age-dependent exponent model improved predictive
performance by applying 1.2 as the allometric exponent for preterm, 1.1 for term neonates
(<3 months of age), and 1.0 for children > 3 months to 2 years [15]. However, allometry
scaling cannot accurately describe the developmental changes in the drug clearance system,
particularly drug-metabolizing enzymes, as well as the relation between the concentration
effect and response, which may result in misestimation of drug kinetics, imprecise dosing
of drugs, drug-induced toxicity, or reduced efficacy in younger children [23].

Currently, modeling and simulation approaches, including population pharmacoki-
netic (popPK) and physiologically based pharmacokinetic (PBPK) models, have emerged as
cornerstones of pediatric drug development and rational prescription for pediatric subpop-
ulations [24]. PopPK modeling integrates retrospective studies of pooled clinical data with
allometric and maturation functions, quantitatively describes PK variability within groups,
and predicts drug concentration in vivo for other doses and age ranges. Moreover, covariate
analysis can explain the sources of PK variability, such as physical characteristics, lifestyle
habits, and biochemical indicators, and can estimate the extent to which patient-specific
covariates affect variability. However, popPK modeling requires sufficient sampling of a
population and knowledge of appropriate allometric and maturation functions, and PK
prediction is limited to the scaling of selected parameters within the population and dose
studied. Compared with popPK modeling, the PBPK technique integrates time-dependent
physiological growth and organ function maturation with physiochemical drug properties
using mathematical modeling, enabling prospective prediction of the PK behavior of drugs
across the pediatric age span [25,26]. In general, various organs or tissue compartments
mimicking the actual anatomy of the body are interconnected by blood circulation loops
in PBPK modeling, and the direction of blood flow does not differ from that of the real
human body. In this system, drugs are carried by the bloodstream and distributed in a
dozen organs and tissues through passive diffusion. The involvement of drug disposition
proteins, such as metabolic enzymes and transporters, has also been described. Subse-
quently, the concentration-versus-time profiles of drugs in the plasma, specific organs, or
tissues are predicted using mass balance equations [27-29]. Over the past few decades,
there has been a better understanding of developmental changes (growth and maturation)
in ADME of the neonatal population. Previous studies also showed that PBPK modeling
provided better predictions of clearance or exposure in children than empirical modeling,
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especially in children < 2 years of age [21,30]. Thus, neonatal PBPK modeling can maximize
preclinical and adult/child clinical information and can be extrapolated between different
populations to fill the knowledge gap in neonatal drug development. Moreover, regulatory
authorities have encouraged the use of validated nonclinical research methods for dose
selection and optimization in the pediatric population [22]. In this review, we aimed to
illustrate the (patho) physiological changes that affect the pharmacokinetic properties of
preterm and term infants, the current status and challenges of neonatal PBPK modeling,
and how pediatricians make clinical decisions through PBPK modeling and simulation.

2. Methods

Firstly, we searched the information related to physiological changes from fetuses
to adults, and compared the physiological difference between preterm and term infants.
We also investigated pathological conditions that affect the PK parameters of neonates.
To investigate the current status and application of neonatal PBPK simulation, we then
performed a systematic review according to the Preferred Reporting Items for Systematic
Reviews and Meta-Analyses (PRISMA) guidelines [31].

2.1. Literature Search

We conducted a systematic search of the PubMed, Web of Science, and Google Scholar
databases up to 7 September 2023. Neonatal PBPK modeling of commonly used drugs
were potentially eligible for this review. The search strategy included the medical subject
headings (MeSH) and text words as: [“Physiologically based pharmacokinetic modeling”
OR “Physiologically-based pharmacokinetic modeling” OR “PBPK”] AND [“Infant*” OR
“Newborn*” OR “New-born” OR “Neonate*” OR “Neonatal”].

2.2. Inclusion and Exclusion Criteria

Original articles published in journals were eligible for this systematic review if they
included neonatal PBPK modeling. Other publications such as reviews, comparative
studies, animal modeling, toxicology and environmental science modeling, placental or
lactational transfer modeling, popPK modeling, drug—drug interaction, and pediatrics not
including newborns were excluded.

2.3. Article Selection

Two authors (WZ and QZ) independently performed the initial search and screened
titles and abstracts for relevance. Full texts of potentially eligible articles were retrieved and
read based on inclusion and exclusion criteria. The final articles included in this manuscript
were decided after discussion among all the authors.

2.4. Neonatal PBPK Modeling Mechanism and Workflow

PBPK modeling and simulation are valuable techniques for developing pediatric drugs
for dose selection, early clinical trial design, correlation with target organ toxicities, possible
drug-drug interaction, and the effect of impaired organ function on pharmacokinetic
parameters. Both whole-body and simplified mechanistic lumping PBPK models were built
to combine the specific physicochemical properties of drugs and anatomic and physiological
information. Modifying the adult PBPK model is the standard method for creating a
neonatal PBPK model. This strategy is based on the assumption that clearance routes in
adults and neonates (preterm and term) are comparable, and that the structure of the PBPK
simulation is similar in adults and newborns [32]. The process of neonatal PBPK modeling
is shown in Figure 1. The first step was to simulate the pharmacokinetic profiles of the adult
population. By evaluating this adult PBPK model through comparison with observed data
in actual practice, the PBPK model was refined if any inaccurate forecast by the adult PBPK
model was found. After verifying the adult PBPK model, preterm and full-term neonatal
PBPK models were developed using relevant age-dependent physiological changes. This
simulation was run to obtain plasma drug concentration profiles and further validated
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using sparse clinical data from neonates. We should also note that PBPK modeling should
reflect observably growing physiology with neonates” postnatal days, particularly when
simulating multiple dosing scenarios in this population, as implemented in some dedicated
modeling tools like PK-Sim® [33].

Drug physicochemical data Drug biochemical data Anatomic/physiologic data
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Figure 1. Schematic representing the neonatal physiologically based pharmacokinetic (PBPK) model-
ing workflow.

3. Results
3.1. Neonatal Physiologic Changes Affecting the Drug Disposition Process
3.1.1. Drug Absorption

Absorption describes the concentration-time pattern when administered through non-
vascular routes, such as oral, intramuscular, percutaneous, intranasal, and rectal routes, and
is usually expressed as bioavailability and absorption rate. Suppose drugs are administered
intramuscularly. In this case, the absorption rate of neonates is challenging to estimate
because skeletal muscle blood flow and muscular contraction are reported to be reduced,
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and the body water content and capillary density in skeletal muscles are reported to be
much higher in neonates [34,35]. The common drugs administrated intramuscularly for
neonates are vitamin K formulations and vaccines. The extent of transdermal formulation
absorption is inversely correlated to the thickness of epidermis and directly related to the
degree of skin hydration and skin surface area to body weight ratio [35]. The epidermal
development is dependent on gestational age (GA) and is complete at the 34th gestational
week (GW) [36]. The full-term neonates have intact skin barrier function while preterm
infants lack the vernix caseosa and are more sensitive to percutaneous toxicity [36]. Hence,
percutaneous administration of drugs must be conservative in the first few weeks of life.
Rectal administration is a good alternative in emergency situations when neonates are
unconscious, uncooperative, or vomiting. Due to the fact that rectal administration is a
less invasive route, it is well accepted in infants. However, the high variability of drug
exposure in neonates limits the use of rectal administration, although this route can avoid
first-pass metabolism. Previous study has showed that the absorption rate and extent of
rectal acetaminophen are lower than oral administration in preterm and term neonates [37].
Most full-term newborns have entered the alveolar development stage after birth, whereas
highly preterm infants are at the bronchiole and alveolar epithelial development stage
and late preterm infants are at the saccular phase of lung development, so the inhalation
routine requires caution in premature neonates [38,39]. The rate and extent of oral drug
absorption in neonates are affected by a variety of physiological factors, including gastric
pH and emptying time, characteristics of gastric juices, small and large intestinal transit
time, gastric and intestinal volume, bile production, intestinal membrane transporters, and
drug-metabolizing enzymes [40].

Oral administration is the preferred route for pediatric patients, and liquid dosage
forms are preferred in neonates because they are easy to administer. The primary sites of
oral drug absorption in newborns are the stomach, small intestine, and colon [41].

The structural and functional maturity of the neonatal gastrointestinal tract varies,
mainly depending on the term or preterm birth. Drug absorption in the gut is mainly
affected by the gastric pH and gastric emptying time. The gastric pH of the neonate drops
from approximately 7 to approximately 2 after birth, then rises to above 4 and finally
declines back to approximately 2 in two years [42]. Moreover, the gastric pH in preterm
neonates is relatively higher than term infants due to lower levels of basal acid and gastric
secretions [13]. A relatively high gastric pH in the body may increase absorption of weakly
alkaline drugs and reduce absorption of weakly acidic drugs. Gastric motility is low in
highly preterm newborns and approaches full-term newborns after 32 weeks of gestation,
whereas gastric emptying in neonates is slower than that in older children [43]. Anatomical
differentiation of the human gut reaches neonatal levels by 20 weeks of gestation, and
functional maturation, such as digestive enzyme secretion or closure of tight junctions,
develops at different rates and generally occurs after the GW of 32-34 [44,45]. A previous
study showed that small and large intestinal lengths increase from fetal to maturation
age [46]. Low production of bile acids and bile salts in the intestinal lumen at birth may
affect enterohepatic bile circulation; however, passive reuptake and active transport of bile
are also present [47]. Intestinal motility affects intestinal drug absorption by changing the
intestinal transit time. An in vitro model suggested that, similar to adults, the intestinal
transit time in term neonates was approximately four hours, whereas that in preterm
newborns was approximately four-fold longer due to reduced intestinal motility and
peristalsis [48]. Specifically, the overall absorption is delayed and incomplete in newborns.
The expression of intestinal P-glycoprotein in neonates is low, especially in those born
before the 28th GW [49]. Similarly, the protein expression of CYP3A4 is limited after birth
and increases from neonates to adults, which may result in an increase in bioavailability in
newborns [46,50]. Drug absorption in the gastrointestinal tract is also affected by regional
blood flow, especially in critical ill status such as hypoxia. In addition, pancreatic and
biliary functions are immature after birth and develop with age. The physiologic changes
affecting oral drug absorption in neonates are listed in Table 1.
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Table 1. List of physiological changes that affect the oral drug absorption in neonates (preterm and
full-term). Fetus: O years, neonates: 0-1 months, infants: 1 month-2 years, children: 2-12 years,

adolescents 12-16 years, adults: >16 years.

Parameters Population Main Performance
Preterm neonates 1. Relatively higher than term infants [13].

Gastric i Neonates :hglrﬁgzSfigrzbao%erTZEétely 7 to approximately 2 after birth,
Infants 1. Declines back to approximately 2 in two years [42].
Adults 1. Approximately 1-2.

Gastric volume Neonates 1. Decreased compared with older children and adults.

Gastric motility

Highly preterm neonates

1. Lower than full-term neonates and infants [43].

Term neonates

1. Slower than that in older children and adults, and matures
rapidly after birth [43].

Adults 1. Biphasic emptying [51].
. 1. 6.6 + 0.4 for duodenal pH; 6.6 & 0.4 and 6.8 & 0.7 for the pH of
Neonates/infants . . .
Intestinal pH jejunum and ileum, respectively [52].
Adults . Slightly lower than neonates [53].

Intestinal transit time

Preterm newborns

. Approximately four-fold that of term infants [48].

Term neonates

. Approximately four hours proven by an in vitro model [48].

Adults

. Approximately four hours.

Intestinal surface area

Neonates/infants/children

. Reduced surface-to-volume ratio compared with adults [54].

Intestinal permeability

Preterm neonates

1
1
1
1
1
1

. The intestinal permeability in preterm neonates (GW 26-36)
was higher than full-term newborns [55].

Intestinal microbiome

Preterm neonates

1. Reduced microbial diversity and increased pathogenic
organism colonization vs. term neonates [56].

Term neonates

1. Immature and matures rapidly during the first year of life [56].

Intestinal fluid composition

Neonates/infants

1. Lower bile acid and salt concentration, no secondary bile salts,
and higher total protein and lipid concentrations compared to
adults [57].

Digestive enzyme secretion

Preterm neonates

1. Enterokinase secretion at GW 24 is approximately 25% of the
values of older infants [41].

2. Lactase activity at GW 34 is only 30% of the levels in term
neonates [58].

Term neonates

1. Trypsin secretion reaches approximately 90% of childhood
levels at term [59].

2. Pepsin expression is not completed in neonates and matures
with age [48].

3. Pancreatic triglyceride lipase is lower in neonates than in
adults [60].

Intestinal P-gp

Preterm neonates

1. Expression is lower than term infants, children, and adults [49].

Term neonates

1. Lower than adults [49].

Intestinal CYP3A4

Neonates

1. Low expression after birth and increases from neonates to
adults [46,50].

Abbreviations: CYP, cytochrome P450; GW, gestational week.

3.1.2. Drug Distribution

Once a drug enters the systemic circulation, it is distributed to various tissues and
organs, which is important for the interaction between drugs and targets. Drug distribution
involves passive processes, such as protein-binding permeability, and active processes, such
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as influx and efflux through transporters [47]. Age-related changes in the body composition
and function of the cardiovascular system, compound properties, such as lipophilicity,
protein binding, and disease status affect drug distribution in vivo [47]. An impressive
increase in body weight, length, and surface area has been observed during early life
(Table 2). In addition to the changes mentioned above, changes in body composition
were predominant in newborns. Water is the major component of cells and tissues, being
responsible for about 60-65% of an adult’s weight, and a higher percentage in full-term
(80-85%) and preterm infants (90%) [61-63]. The contraction of extracellular water with
age results in a 5-7% weight loss in term newborns and a higher weight loss of 10-15%
in preterm neonates with meager birth weight (<1500 g) at the end of the first week [61].
Combined with the low body fat percentage at birth (10-15%), neonates require larger
doses of hydrophilic drugs to achieve similar efficacy because the ratio of water to lipids
is higher in newborns [62]. Both these factors are more significant in the preterm infants,
resulting in lower drug plasma concentrations in these different compartments using
a body weight-based dosing mode [63-65]. The amount and type of plasma proteins
determine drug distribution and action, because only unbound drugs can be distributed
in vivo and exert pharmacological effects by binding to the corresponding receptors [66].
Human serum albumin (HSA) generally binds to acidic exogenous compounds, whereas
alpha 1-glycoprotein (AAG) has a high affinity for basic lipophilic compounds. Previous
research reported that the concentration of HSA increased until 20 years of age, then started
decreasing with age [67]. Preterm neonates have lower serum albumin concentrations
(2.36 g/dL in preterm infants born at 23-34 weeks) compared to term babies (3.43 g/dL) for
at least the first three months of life [68]. AAG concentrations seem to stay stable at a low
level until 260 days of GA and then begin to rise significantly [69]. Therefore, for highly
protein-bound drugs, the amount of free drug and the related pharmacological effect in
the body appears to increase in preterm and full-term infants. In addition, physiologically
elevated endogenous enzymes, such as bilirubin or fatty acids, competitively bind to plasma
proteins, resulting in drug displacement and increased unbound drug concentration [70,71].
Diseases, such as cardiogenic shock or patent ductus arteriosus, may affect CO, regional
blood flow, or tissue permeability, thereby increasing the volume of distribution and
requiring a higher dose of drugs to achieve a sufficient concentration [72,73].

Table 2. List of physiological changes that affect drug distribution in neonates (preterm and full-term).
Fetus: 0 years, neonates: 0—1 months, infants: 1 month-2 years, children: 2-12 years, adolescents
12-16 years, adults: >16 years.

Parameters

Main Performance

Population

Total body water (%)

Preterm neonates

As high as 90% of body weight [61-63].

Term neonates

Higher than adults (80-85%) [61-63].

Adults

Approximately 60-65% of body weight [61-63].

Preterm neonates

3% in a premature neonate with deficient birth weight [63-65].

Total body fat (%)
Term neonates 12% in full-term babies [63-65].
Preterm neonates A 10-15% weight loss at the end of first week [61].
Weight loss . -
Term neonates A 5-7% weight loss at the end of first week [61].
Preterm neonates The mean albumin level in preterm infants (GW 23-34) is 2.36 g/dL [68].
HAS levels Term neonates The mean albumin level in full-term neonates is 3.43 g/dL [68].
Adults The mean albumin level in adults is 4.0 g/dL [74].
Stay stable at a low level until 260 days of GA and significantly increase
Preterm newborns
AAG levels afterward [69].

Term neonates

About 50% of adult level [75].

Abbreviations: AAG, alpha 1-glycoprotein; GW, gestational week, HAS, human serum albumin.
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3.1.3. Drug Metabolism

It is generally assumed that the liver is the major site of drug metabolism. Morpho-
genesis of the liver occurs during the 10-week GA period, the development of smooth
endoplasmic reticulum begins at the 10th GW, and hepatocellular hyperplasia and hypertro-
phy continue until early adulthood [76]. Previous studies found that antipyrine clearance
was related to age even after correction for liver weight [77,78]. Therefore, changes in drug
clearance in neonates primarily depend on the maturation of transporters, intrinsic activity
of liver enzymes, and regional blood flow, rather than solely on liver size [79,80].

Drug-metabolizing enzymes include phase I enzymes (e.g., CYP450 enzymes and non-
CYP-mediated iso-enzymes) involving oxidative, reduction, and hydroxylation, and phase
II enzymes (such as UGTs) involving glucuronidation, sulfation, methylation, acetylation,
or glutathione conjugation reactions [81]. Because of immature drug metabolism, drug
toxicity is more significant in newborns and infants than in adults [82]. The main contribu-
tors to drug clearance are CYP enzymes, and each CYP isoenzyme has its own expression
and activity ontogeny profiles. Overall, the liver microsomal protein content is lower in
newborns than in adults and gradually increases with age, reaching the maximum level by
approximately 30 years of age [47]. The most abundant CYP450 enzyme in newborns is
CYP3A7, which develops in embryonic hepatic tissue as early as a GA of 50-60 days, and
its activity gradually decreases with age but is still present in many individuals until the
first year of age [83-85]. In contrast, CYP3A4, one of the fastest-changing enzyme activities
in early life, displays a mirror image pattern: the activity and expression increase in the
first week of age, reaching 30% of adult levels at one month [86,87]. Owing to differences
in substrate specificity and catalytic activity between CYP3A7 and CYP3A4, the individual
metabolic capacity constantly changes during development and maturation. CYP2E1 can be
detected in the liver as early as a GA of 93-186 days, and its expression is highly correlated
with increased PNA rather than GA [88]. Non-CYP hepatic isoenzymes, including esterase,
flavin-containing monooxygenases (FMOs), and alcohol or aldehyde dehydrogenases, play
important roles in drug metabolism by mediating oxidative reactions. Carboxylesterases
(CES) are important for insecticide detoxication [89]. In a previous study conducted by
Pope et al., no significant differences were found in the expression of hepatic CES between
the infants group (2-24 months) and adults (20-36 years) [90]. Moreover, hepatic CES
activity was ranked as follows: 2 months < 3 months < 20 years < 24 months < 4 months <
36 years < 21 years < 8 months < 34 years < 35 years [90]. However, Yang et al. found that
the mRNA and protein expression of hepatic CES was age-dependent, and its activity in
adults was approximately four-fold higher than that in children and 10-fold higher than
that in children and fetuses, respectively [91]. FMO1, 2, and 3 are active enzymes involved
in exogenous metabolism. Similar to the age-related transition from CYP3A7 to CYP3A4 in
the liver, the developmental expression of hepatic FMO1 and FMO3 showed the opposite
pattern [92]. Using an optimized enzyme immunoassay, the mean aldehyde dehydrogenase
content of perinatal infants was found to be approximately 10-fold lower than that in
adults [93]. Phase II catalytic enzymes include glucuronosyltransferases, sulfotransferases,
glutathione S-transferases, arylamine N-acetyltransferases, and methyltransferases, the
activity and expression of which may be correlated with development. The expression
of uridine diphosphate glucuronyltransferase in the liver is approximately 1% of adult
levels during the GW of 30—40 and increases significantly to adult values by the first few
weeks of life [94]. Different UGTs isoforms show different expression and activity patterns
with increasing age, and all are found in the liver, early in gestation [12]. An LC-MS/MS
proteomics method was used to investigate the ontogeny of six UGTs, and it was found
that the protein abundances of UGT1A1, UGT1A4, UGT1A6, UGT1A9, UGT2B7, and
UGT2B15 increased by approximately 8-, 55-, 35-, 33-, 8-, and 3-fold, respectively, from
neonates to adults [95]. Similar to CYP450 enzymes, glucuronidation capacity maturation in
neonates depends on PNA and postmenstrual age (PMA) rather than on GA [96]. Moreover,
limited glucuronidated enzymes in neonates can be partly compensated by sulfate conju-
gation [97,98]. The expression of uridine 5'-diphospho-glucuronosyltransferase (SULTs)
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shows significantly different developmental patterns. For example, the protein expression
of SULT1A1 did not change significantly during various developmental periods, whereas
that of SULT2A1 increased during the third trimester of gestation and continued to increase
after birth [99]. Information regarding the changes in the other phase II catalytic enzymes
during development is presented in Table 3.

The drugs which are extracted greater than 70% by the liver are defined as high
clearance drugs. Their intrinsic clearances are greater than liver blood flow. For these drugs,
liver blood flow rather than enzymatic activity possesses a determinant effect on drug
disposition [100]. Compared to adults, the fraction of hepatic blood flow in cardiac output is
higher in children (38% vs. 24%) [101]. For neonates, hepatic function is slightly improved
after birth because of an increase in neonatal hepatic blood flow related to pronounced
alteration in postnatal circulatory systems [102].

Table 3. Ontogeny of phase I and phase Il enzymes in human liver tissues. Fetus: 0 years, neonates:
0-1 months, infants: 1 month-2 years, children: 2-12 years, adolescents 12-16 years, adults: >16 years.

Enzymes Measure Methods Age-Related Changes
Western blot 1. Detectable in fetal liver during 11-20 weeks, undetectable in adults [103].
CYP1A1 Gene expression 1. Detectable in human embryonic livers (GW 6-12), and decreases with
P increasing age [104,105].
Western blot 1. No expression in fetal and neonatal livers, and its levels increased in infants
CYP1A2 aged 1-3 months to reach 50% of the adult value by 1 year of age [106].
Gene expression 1. Expression was only found in adult livers [104].
. 1. Detectable in fetal liver (GW 12-19) [107].
CYP1B1 Gene expression 2. Undetectable in either fetal or adult livers [108].
Immunohistochemistry 1. Expression approaches adult levels by 1 year of age [109].
CYP2A6
Gene expression 1. Undetectable in fetal liver, increases with age [110].
Immunohistochemistry 1. Approximately 10% of adult levels within the 1st year of life [109].
CYP2B6
Gene expression 1. Undetectable in fetal liver at GW 11-24 [110].
Western blot 1. Undetected in fetal livers and matures in the first few weeks after birth, not
CYP2CS8 related to GA [111].
Gene expression 1. Low expression in fetuses, approximately 10% of the adult values [110,111].
Quantitative proteomics 1. Increases linearly over age and reaches adult level in the pediatric period [92].
CYP2C9 Gene expression 1. Undetectable in fetal samples, comparable in pediatric population and
P adults [92].
Quantitative proteomics 1. Expression peaked during the pediatric period (>2-fold higher compared to
b adult) [92].
CYP2C19 Western blot 1. Expression in children was 140% of that in adult liver [112].
Gene expression 1. Undetectable in fetuses, higher expression in the pediatric population than in
P adults [92].
1. Undetectable in fetal livers (GW 11-13) [113].
Western blot 2. Expression in fetal liver (>GW 30) was comparable to that of newborns aged
CYP2D6 1-7 days; increased significantly after birth and reached 50 to 75% of adult level

during the neonatal period [103].

Gene expression

1. Expression peaked in newborns and declined [113].
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Table 3. Cont.

Enzymes Measure Methods Age-Related Changes
1. CYP2E1 was detectable in the liver as early as the second trimester; its
expression in neonates was lower than that of infants 31 to 90 days less than that
of older infants, children, and young adults [88].
Western blot 2. Expression increased gradually, reaching 30 to 40% of adult levels by one year
CYP2E1 and approaching adult levels by 10 years [114].
3. Expression in fetal liver (GW 16) was about 10 to 30% of adult levels, and
remained stable for up to 24 weeks [115].
Gene expression 1. Low expression in fetal livers and increased after birth [116].
CYP2J2 Western blot 1. Expression in fetal liver (GW 13-18) was comparable to the adult level [117].
Quantitative proteomics 1. Increased after birth and reached adult levels around 1 year of age [92].
1. Expression in fetal livers was low, and increased after birth to reach 30%—40%
of adult levels [85].
Western blot 2. Expression increased with age [118].
3. Expression in children was 60% of adult levels [112].
CYP3A4 1. Low expression in fetuses, increased during childhood, and then became
comparable with adults in pediatric period [92].
2. Expression increased rapidly after birth and reached a plateau at the first
Gene expression week of age [85].
3. Only detectable after birth and was highly variable (10-fold) among
adults [119].
4. Expression exhibited a 29-fold increase after a postnatal surge [118].
Quantitative proteomics 1. Comparable from fetuses to adults [92].
CYP3A5 Gene expression 1. Expression remained stable in fetuses, pediatrics, and adults [92].
P 2. Detectable in all the fetal and 23% of adult samples [119].
Quantitative proteomics 1. Very high expression in fetal samples, then decreased in the pediatrics and
adults [92].
1. High expression in the fetal livers; its activity peaked in the first week after
Western blot birth, then decreased [85].
CYP3A7 1. High expression in fetal livers and decreased with age to be undetectable in
adults [92].
Gene expression 2. Detectable in fetal livers at GA 50-60 days, continued to be expressed at a
P significant levels during the perinatal period, then decreased after first week of
age until undetectable by 1 year old [85].
3. Expression in adults was proven [119].
1. Expression in fetal livers reached 40% of the adult levels and continued to
CYP4AT Western blot increase during the first week after birth [120].
1. No significant difference in expression of carboxylesterases between infants
Western blot (224 months) and adults (20-36 years) [90].
Carboxylesterases 2. Expression was age-dependent: adult > children > fetuses [91].
Gene expression 1. The liver expressed two major carboxylesterases: HCE1 and HCE2.
P Expression was age-dependent: adult > children > fetuses [91].
Quantitative proteomics 1. High expression in fetuses, and undetectable in pediatrics and adults [92].
FMO1 Western blot 1. nghest expression in the embryo (GW 8-15) and suppressed within 3 days
after birth [121].
Gene expression 1. Higher in fetuses, decreased with age [92].
Quantitative proteomics 1. A linear increase from the fetal period into adulthood [92].
1. Low expression in embryo, undetectable in the fetus, increased to be
FMO3 Western blot detectable by 1-2 years of age, continued to increase up to 18 years of age [121].

2. Higher expression in children 2-8 years of age than in adults [112].

Gene expression

1. Undetectable in fetuses, increased with age [92].
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Enzymes Measure Methods Age-Related Changes
1. High expression in the fetus, particularly in the first trimester, decreased in
ADHIA Western blot the last trimester, and finally undetected in neonates and adults [122].
ADHI1B Western blot 1. Detectable in the fetal liver at 17th GW, and dominated by week 36 [122].
ADHI1C Western blot 1. Detectable in the fetal liver at 19th GW [122].
ADH2 Gene expression 1. Detected only in fetal livers at concentrations equivalent to adults [123].
ADH3 Gene expression 1. Widely distributed in fetal tissues at concentrations equivalent to adults [123].
ADH5 Gene expression 1. Detected only in fetal livers at concentrations equivalent to adults [123].
1. Expression in fetal livers was approximately 25-50% of adult levels, and its
EPHX1 Immunocytochemistry activity was detected in fetal livers at GW 6 and increased linearly with
age [124,125].
PON1 Gene expression 1. Detectable in fetal livers [126].
PON2 Gene expression 1. Detectable in fetal livers [126].
AOX Western blot 1. Detectable in infants > 4 months old; Undetectable in infants of 13 days old
and 2 months old [127].
1. Neonatal abundances of UGT1A1 were 12.2% of adult levels whereas infant
Quantitative proteomics  abundances (% of adult abundance) were 43; UGT1A1 is the most abundant of
UGT1A1 the UGT1As in neonates [95].
. 1. Undetected in the fetal liver (GW 20) and stayed stable after 6 months of
Gene expression
age [128].
UGTIA3 Gene expression 1. Undetected in the fetal liver (GW 20) and stayed stable after 6 months of
age [128].
Quantitative proteomics 1. Neonatal abundances of UGT1A4 were 1.8% of adult levels whereas infant
P abundances (% of adult abundance) were 16 [95].
UGT1A4
. 1. Undetected in the fetal liver (GW 20) and stayed stable after 6 months of
Gene expression
age [128].
Quantitative proteomics 1. Neonatal abundances of UGT1A6 were 2.9% of adult levels whereas infant
P abundances (% of adult abundance) were 15 [95].
UGT1A6
. 1. Undetected in the fetal liver (GW 20) and stayed stable after 6 months of
Gene expression
age [128].
Quantitative proteomics 1. Neonatal abundances of UGT1A9 were 3.0% of adult levels whereas infant
p abundances (% of adult abundance) were 24 [95].
UGT1A9
Gene expression 1. Undetected in the fetal liver (GW 20), increased with age from 6 to 24 months,
P reaching 70% of the adult levels [128].
UGT2B4 Gene expression 1. Undetectable in the fetal liver (GW 20), increased progressively [128].
Quantitative proteomics 1. Neonatal abundances of UGT2B7 were 13.0% of adult levels whereas infant
P abundances (% of adult abundance) were 41 [95].
1. Low protein levels and activity at <1 year of age, increased progressively with
UGT2B7 Western blot age, but still less than adult levels at 17 years of age [129].
. 1. Undetectable in the fetal liver (GW 20) and reached adult levels at 6 months of
Gene expression
age [128].
L . 1. Neonatal abundances of UGT2B15 were 38.6% of adult levels whereas infant
UGT2B15 Quantitative proteomics abundances (% of adult abundance) were 60 [95].
- . 1. Undetectable in children under 9 years, and increased by about 10-fold to
UGT2B17 Quantitative proteomics reach adult levels during pubertal development [130].
SUITIAL Western blot 1. Detectable in fetuses at GW 10 and remained stable in fetal and postnatal

periods, then increased [99,131,132].
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Enzymes Measure Methods Age-Related Changes
1. High expression in early fetal stage and decreased substantially in late fetal
Western blot stage, then reached low levels in adults [132].
SULT1A3
Gene expression 1. High expression in early fetal stage and decreased substantially in late fetal
p stage, then reached low levels in adults [132].
SULT1C1 Gene expression 1. Low expression in fetal livers and undetectable in adult livers [133].
1. Expression peaked in the earliest gestation period [99].
SULT1E1 Western blot 2. Higher expression in fetal livers than in adults [132].
Gene expression 1. Detectable in fetuses at GW 10-14, slightly higher than in adults [132].
SULT2A1 Western blot 1. Low expression in fetuses at GW 25, increased to approach adult levels in
neonates [99].
Starch gel 1. Undetectable in fetal livers before GW 30, and steadily increased to reach
GSTA1/2 electrophoresis adult levels by PNA 1-2 years [134].
Western blot 1. Detectable at GW 8 and rapidly increased at GW 13 [135].
1. Detectable in fetal livers (GW 10-30) and then increased rapidly to adult levels
GSTM Immunohistochemistry by 42 weeks after birth [136].

2. GSTM levels remained constant over pre- and postnatal period [137].

Western blot

1. Detectable at GW 8 and slightly decreased at GW 13 [135].

Immunohistochemistry

1. Expression peaked in early fetal stages at GW 10-22, then decreased in the

GSTP1 second and third trimesters, remained detectable in neonates [136].

1. Detectable in embryo livers at GW 8 and slightly increased at GW 13 [135].

Western blot

1. Undetectable in fetal livers, increased with age until 7 years of age, remained
stable between 7 and 74 years of age [138].

Abbreviations: ADH, alcohol or aldehyde dehydrogenases; AOX, aldehyde oxidase; CYP, cytochrome P450;
EPHX, human cytosolic epoxide hydrolases; FMO, flavin-containing mono-oxygenase; GA, gestational age; GST,
glutathione S-transferases; GW, gestational week; PNA, postnatal age; PON, paraoxonase; SULT, sulfotransferases;
UGT, uridine 5'-diphospho-glucuronosyltransferase.

GSTZ1 Western blot

3.1.4. Drug Excretion

In addition to metabolic elimination, most drugs and their metabolites are eliminated
from the body via kidneys. The kidneys in neonates are smaller than those in adults and
continue to increase in size during the juvenile and pediatric periods [139]. This increase in
size is mainly dependent on the increase in tubular mass because the number of glomeruli is
constant from nephrogenesis to maturation [139]. The kidneys in preterm infants are much
smaller than those in term newborns, and the mean total kidney volume doubles during
PMA at 28-37 weeks [140]. Generally, human nephrogenesis and vasculogenesis occur in
utero and are completed at GW 36, whereas tubule maturation and growth continue during
the first year after birth [141,142]. Notably, nephrogenesis in preterm neonates lasts until
40 days after birth [41].

Renal clearance of drugs involves three processes: glomerular filtration, tubular secre-
tion, and active/passive tubular reabsorption [143]. Renal elimination capacity depends
on renal functional maturation, a dynamic process closely correlated with morphogenesis,
with significant developmental changes occurring during gestation and the first 18 months
of life. A delicate balance between the renal vasoconstrictive and vasodilatory forces leads
to increased renal vascular resistance after birth [144]. Therefore, the renal blood flow in
neonates is low, reaching only 10% of cardiac output by the first week of life [64]. Previous
research has reported that adequate renal plasma flow in premature and term infants
is 20 mL/min/1.73 m? and 83 mL/min/1.73 m?, respectively [64]. Then, effective renal
plasma flow increases with age, eventually reaching the adult levels of 650 mL/min/1.73 m?
by 2 years of age [64]. GFR changes dramatically following the decrease in renal vascular
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resistance and the increase in renal blood flow in early life [4,145]. It has been reported that
GEFR begins immediately after birth and is approximately 40% of adult values in neonates
(41 £ 15 mL/min/1.73 m?) [4,145]. Subsequently, GRF increases rapidly to approximately
60% of adult values (66 4- 25 mL/min/1.73 m?) during PNA 2-8 weeks, reaching adult
levels of 100125 mL/min/1.73 m?2 by the age of 8-12 months [4,145,146]. In addition, the
GEFR in preterm infants is only half of that of newborns compared to full-term infants, as
nephrogenesis is incomplete until GW 34 and initially rises slowly to reach an average level
until eight years of age [12,147]. Generally, the GFR is limited to newborns and appears to
be dependent on weight, GA, and PNA [148]. The active tubular secretion is also immature
in neonates and is approximately 20-30% of adult levels, and then approaches the adult
capacity by 7-12 months of age [4,35]. Hence, the GFR matures more rapidly than tubular
secretion, leading to glomerulo-tubular imbalance in neonates [148]. Tubular reabsorption
is the last renal function to develop, displays the steepest rise during 1-3 years of age, and
continually increases until adolescence [148,149]. Elimination through tubular secretion
and reabsorption depends on renal blood flow [35]. Tubular secretion and reabsorption are
involved in active transport processes, so maturational changes in transporters must be
considered for drugs with extensive renal elimination.

Furthermore, biliary excretion is the main elimination pathway for some drugs, such
as polar macromolecular compounds (>300 g/mol), oral drugs highly bound to hepatic
transporters, and hydrophilic drugs that extensively bind to plasma proteins for parenteral
administration [150]. Bile acid concentration in the intestine is low at birth, equivalent to
approximately 60% of the adult levels, and increases to approximately 80% by one year
of age [151]. The bile acid pool is reduced in both premature and full-term infants, and
the full-term infants experience a remarkable expansion in the size of the bile acid pool
at the end of pregnancy [152,153]. The bile acid pool then continues to increase with age,
reaching adult levels by two years of age but approaching adult levels by seven weeks
if corrected for body surface area [154]. In addition, numerous transporters are involved
in drug transport across the basal outer membrane and tubule membrane of hepatocytes,
along with bile acids; therefore, developmental changes in transporters are important for
drug excretion through bile.

3.1.5. Transporters

Membrane transporters that are physiologically expressed throughout the body control
the influx and efflux of endogenous and exogenous substances and affect the ADME
process [155,156]. Investigating transporter ontogeny is challenging because of the lack
of specific transporters and the unclear correlation between measured mRNA levels and
actual protein expression. In general, the expression of transporters gradually increases
during organogenesis [50,72,157,158]. The expression of P-glycoprotein, organic cation
transporter 1 (OCT1), and organic anion-transporting polypeptide 1B3 is significantly
lower at birth and increases with age. In contrast, the hepatic expression of multidrug
resistance-associated protein 2 and OATP1B1 in neonates is delayed and reduced compared
to that in adults until the first months of life [157,159,160]. In this study, we investigated
the transporter expression in the liver, kidney, intestine, and blood-brain barrier during
development (Table 4).
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Table 4. The age-related changes in expression of membrane transporters in neonates. Fetus: 0 years,
neonates: 0-1 months, infants: 1 month-2 years, children: 2-12 years, adolescents 12-16 years, adults:

>16 years.

Transporters

Measure Methods

Expression Related to Age

Hepatic Transporters

Quantitative proteomics

1. P-gp expression was significantly lower in neonatal or infant livers
and increased with age [161].
2. Lower expression in neonates than in adults, whereas no difference

MDR1 between preterm and term newborns [162].
Western blot 1. Lower expression in S9 liver fractions from children (seven days to
18 years old) than that from adults [163].
Gene expression 1. Increase in the first years [164,165].
Quantitative proteomics 1. Stable from neonate to adults [161,162].
Western blot 1. Stable expression in neonates and adults [72].
BCRP Immunohistochemistry 1. Detected in fetuses at GW 5.5 [157].
Gene expression 1. Gene expressed in fetuses is 3-fold lower than that in adults [166].
p 2. Expression in neonates is lower than children > 7 years [159].
L. . 1. High expression in fetuses and low expression in term neonates [162].
Quantitative proteomics
OATP1B1 2. No age-dependent changes [161].
Gene expression 1. Expression in adults > fetuses > neonates [50].
1. Stable from fetuses to adults [162].
Quantitative proteomics 2. Expression is lower in neonates than in adults and increased with
age [161].
OATP1B3
Immunohistochemistry 1. Expressed in early childhood; increases with age [157].
Gene expression 1. Higher in adults than in fetuses and neonates [50].
Quantitative proteomics 1. Stable from neonates to adults [161,162].
. . 1. Expressed in early childhood, overexpression in neonates and young
OATP2B1 Immunohistochemistry infants [157].
. 1. Gene expression is much higher in adults than in fetuses and
Gene expression
neonates [50].
Quantitative proteomics 1. Stable from neonates to adults [161].
P 2. Lower expression in preterm neonates than that in adults [162].
NTCP Western blot 1. Similar expression in neonates and adults [72].
Gene expression 1. Lower gene expression in neonates than in adults [50].
1. Lower expression in term neonates than in adults [162].
Quantitative proteomics 2. Lower expression in neonates than in young infants and increases to
OCT1 adult age [161].
Western blot 1. Low expression in newborns, increases from birth up to 8-12 years
old [167].
oL . 1. Lower expression in term neonates than in adults [162].
Quantitative proteomics . .
MRP2 2. No age-dependent changes in expression [161].
Gene expression Lower gene expression in fetuses and neonates than that in adults [50].
Quantitative proteomics 1. Lower expression in term neonates than in adults [162].
MRP3 p 2. Lower expression in infants and adolescents than that in adults [161].
Gene expression 1. Lower gene expression in fetuses than that in adults [166].
Quantitative proteomics 2. Lower expression in term neonates than in adults [162].
MRP1
Immunohistochemistry 1. Detectable in fetal livers [157].
MRP4 Gene expression 1. No age-dependent changes in expression [166].
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Transporters Measure Methods Expression Related to Age
MRP6 Gene expression idﬁﬁ};r[els;]on increases in an age-dependent manner from neonates to
Quantitative proteomics ; I&ower expression in fetuses .and term .neonates than in adults [162].
. No age-dependent changes in expression [161].
BSEP Immunohistochemistry 1. Detectable in second-trimester fetuses [168].
Gene expression 1. Lower expression in fetuses and neonates than that in adults [159,166].
Immunohistochemistry 1. No age-dependent changes in protein abundance [157].
MATEL Gene expression 1. Expression increase in an age-dependent behavior [159].
GLUT1 Quantitative proteomics 1. Higher in fetal livers than in term neonates, children, and adults [162].
MCT1 Quantitative proteomics 1. Stable expression from fetuses to adults [162].
ATP1A1 Quantitative proteomics ; Stable expression from fetuses to adults [162].

. Lower expression in neonates and increases with age [161].

Renal Transporters

Quantitative proteomics

1. Lowest protein abundance in neonates and reaches adult level during
childhood (2-12 yr) [169].

Immunohistochemistry

1. Detectable in the kidney by GW 5.5 [157].

MDR1
1. Expression in premature and/or term newborns was significantly
Gene expression lower than in the older age groups, no difference between preterm and
term newborns [169].
Quantitative proteomics 1. Protein abundance is similar between neonates and adults [169].
BCRP Immunohistochemistry 1. High in newborns and reduces with age [157].
. 1. mRNA expression is higher in term newborns than in children and
Gene expression
adolescents [169].
MRP1 Immunohistochemistry 1. Detectable in the kidney by GW 5.5 [157].
. 1. Expression is similar between all age groups (preterm newborn, term
MRP2 Gene expression newborn, infants, children, adolescents, and adults [169].
Immunohistochemistry 1. Detectable in the kidney by GW 27 [169].
MRP4 Gene expression 1. Expression is similar between all age groups (preterm newborn, term
p newborn, infants, children, adolescents, and adults [169].
N . 1. Protein abundance was lower in term neonates and infants than in
Quantitative proteomics .
older populations [169].
OCT2
. 1. Expression in premature and/or term newborns was significantly
Gene expression .
lower than in older age groups [169].
Quantitative proteomics 1. Protein abundance is lowest in term newborns and infants,
OATI P approaching adult levels in children or adolescents [169].
. 1. Expression in premature and/or term newborns was significantly
Gene expression .
lower than in older age groups [169].
Quantitative proteomics 1. Protein abundance is lowest in term newborns and infants, reaching
P adult levels in adolescence [169].
OAT3
. 1. Expression in premature and/or term newborns was significantly
Gene expression .
lower than in older age groups [169].
Quantitative proteomics 1. Protein abundance is lower in term newborns and infants, reaching
p adult levels during childhood [169].
URAT1

Gene expression

1. mRNA expression in infants and children is higher in term neonates
and adults [169].
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Transporters Measure Methods

Expression Related to Age

Quantitative proteomics

1. No age-dependent changes in expression [169].

MATE1 .
Gene expression

1. No age-dependent changes in expression [169].

Transporters in the blood-brain barrier

MDR1

Immunohistochemistry

1. Low expression at birth (approximately 30% to 50% of adults),
increases with postnatal maturation, reaching adult levels at around 3-6
months [170].

Intestinal transporters

Quantitative proteomics

1. Similar levels in preterm newborns, full-term neonates, and adults
[161,162].

Immunohistochemistry

1. Similar between children of different ages and adults [157].

MDR1 1. Detectable at GW 14-22 [171].
2. Expression in duodenal and jejunal was stable in children from 1
Gene expression month to adulthood [49].
3. Expression in neonatal and infant intestines is similar to that in adult
intestines [50].
Immunohistochemistry 1. Similar between children of different ages and adults [157].
MRP2
Gene expression 1. Stable in expression from neonates to adults [50].
Quantitative proteomics 1. Similar levels in preterm newborns, full-term neonates, and
P adults [162].
OATP2B1

Immunohistochemistry

1. Higher expression in neonates and young infants than in adults [157].

Gene expression

2. Higher expression in neonates than in adults [50].

Abbreviations: ATP1A1, ATPase Na+/K+ transporting subunit alpha 1; BCRP, breast cancer resistance protein;
BSEDP, bile salt export pump; GLUT, glucose transporter; GW, gestational week; MATE, multidrug and toxin
extrusion; MCT, Monocarboxylate transporter; MDR, multidrug resistance gene; MRP, multidrug resistance-
associated protein; NTCP, sodium/taurocholate cotransporting polypeptide; OAT, organic anion transporter;
OATP, organic anion transporting polypeptide; OCT, organic cation transporter; P-gp, P-glycoprotein; TMs, age
at which half of the adult value is reached; URAT, uric acid transporter 1.

3.2. Neonatal Pathological Changes Affecting the Drug Disposition

Except for the aforementioned maturational physiological changes, including expres-
sion of metabolic enzymes and transporters, the ontogeny of the liver, kidney, and other
organs or tissues, the non-maturational, pathophysiological factors, such as asphyxia, sep-
sis, and patent ductus arteriosus, also serve as clinically relevant variables of the drug
disposition in newborns [79,172]. In general, asphyxia may induce changes in drug dis-
position, such as reduced or altered drug absorption, increased or unchanged volume of
distribution, and decreased drug clearance [173,174]. For example, the elimination of the
serum half-life and serum trough concentrations of ceftazidime were significantly increased
in asphyxiated neonates, whereas the clearance and GFR of ceftazidime decreased [175].
Another study based on a popPK model found that gentamicin clearance was significantly
reduced in asphyxiated neonates compared to that in non-asphyxiated neonates, and a
prolonged dosing interval was necessary to achieve target trough concentrations in this
subpopulation [176]. In addition to altered organ function, hemodynamics, capillary per-
meability, acid /base disorders, endothelial injury, and enzyme activity (e.g., CYP3A), sepsis
also results in changes in PK, such as increased, decreased, or unchanged drug absorption,
increased distribution of hydrophilic drugs, unchanged distribution of lipophilic drugs,
and altered drug clearance in the shock state [174,177,178]. Glomerular hyperfiltration of
beta-lactam drugs has been observed in adult patients with sepsis and may be associated
with altered renal blood flow [179-181]. In neonatal sepsis, the distribution of amoxicillin
significantly increases, resulting in lower exposure and a longer half-life compared to
that in non-systemic disease conditions [182]. Gentamicin clearance decreased and the
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volume of distribution increased in neonates (<GW 36) with patent ductus arteriosus com-
pared to those without clinically suspected patent ductus arteriosus [183]. Acute kidney
injury may cause changes in hepatic blood flow and decrease CYP3A activity, further
affecting drug metabolism in the neonatal liver [184]. Additionally, supporting techniques
can interfere with drug PK: therapeutic hypothermia may reduce drug absorption and
alter drug distribution (increased or decreased, unchanged) and elimination (decreased
or unchanged); extracorporeal membrane oxygenation may induce changes in drug ab-
sorption (decreased or unchanged), distribution (increased or unchanged), and elimination
(increased, decreased, or unchanged) [174].

3.3. Literature Search Results

We identified a total of 895 records in the initial search. After removal of duplicates
(n =188), 707 articles were screened by reading titles and abstracts based on inclusion and
exclusion criteria. We read the full text of the remaining 573 articles (Table S1) and retrieved
56 articles in the final analysis (Table 5). Full details of the search workflow are shown in
Figure 2.

Table 5. Neonatal PBPK modeling studies.

Study Types/Ref. Drugs

Platform Main Outcomes

Dose Optimization/Regimens/Selection

[185] Dolutegravir MATLAB SimBiology

1. Recommended regimen for neonates: Day 1-20 =
5 mg every 48 h (q48h); Day 2128 =5 mg every 24 h
(q24h).

2. If the mother has taken dolutegravir 2-24 h before
delivery, the first dose for the newborn may be
delayed until 2448 h after birth.

[186] Gentamicin Simcyp®

1. This model suggested that a higher dose with an
extended-dosing interval (5 mg/kg q36h) was
beneficial for neonates with PMA 30-34 weeks PNA
8-28 days and PMA > 35 weeks PNA 0-7 days.

[187] Gentamicin PhysPK®

1. Extended-interval dosing regimens (6 mg/kg q36h
and 6 mg/kg q48h for term and preterm neonates)
were recommended because of higher efficacy and
lower toxicity.

1. Recommended dosing regimens: 50 mg/kg g8h for

[188] Ampicillin Simcyp® neonates; 1 g ampicillin for a duration < 4 h before

delivery for intrapartum prophylaxis.

1. The optimal dosing supported by this PBPK model
was 9 mg/kg/dose for children < 5 months of age,

[189] Clindamycin PK-Sim® 12 mg/kg/dose for children > 5 months-6 years of

age, and 10 mg/kg/dose for children 6-18 years of
age, all administered every 8 h.

1. Initial dosing regimen based on PBPK model:
5 mg/kg for school children (6-14 years), 7 mg/kg
for pre-school children (2-6 years), and 9 mg/kg for

[190] Moxifloxacin PK-Sim® infants and toddlers (3 months-2 years).

2. The popPK model suggested that an alternative
dosing regimen (200 mg q12h i.v.) can be developed
for children aged 12-18 years.

[191] Valproic acid Simcyp®

1. Dosage recommendation (bid): 31.25 mg for
neonate, 62.5 mg for infants; 125 mg for toddler and
pre-schooler; 250 mg for school age; 375-500 mg

for adolescent.
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Study Types/Ref.

Drugs

Platform

Main Outcomes

[192]

Acetaminophen

GastroPlus™

1. A proteomics-informed PBPK supported the FDA
label dose of acetaminophen injection in neonates
and infants.

[193]

Fluconazole

PK-sim®

1. Target drug concentration in plasma and CSF was
reached more quickly after using a 25 mg/kg loading
dose in neonates.

[194]

Fluconazole

PK-sim®

1. Loading dose recommendations for children on
ECMO in the first 24 h of therapy: 30 mg/kg for
neonates, 35 mg/kg for infants and children (2 years
to <12 years), and 30 mg/kg for adolescents.

[195]

Docetaxel

Simcyp®

1. The PBPK simulation suggested that the revised
dose of docetaxel for a child > 1.5 years old was
higher than the adult dose, while this was the same
for children aged 1 to 1.5 years.

Propofol

Simcyp®

1. The change in propofol clearance following CO
reductions increased with age.

2. If CO was reduced by 40-50%, the dose of propofol
should be reduced by 15% for newborns, infants, and
children, and 25% for adolescents and adults.

[196]

Remdesivir

Simcyp®

1. Dose recommendation: adult dosage regimen for
pediatric patients > 40 kg; a weight-based regimen
for pediatric patients weighing 2.5 to <40 kg

(5 mg/kg loading dose on Day 1 then 2.5 mg/kg
daily maintenance dose starting on Day 2).

[197]

Tadalafil

Simcyp®

1. A PBPK model was developed to explore tadalafil
doses for children less than 2 years old: children aged
birth to <1 month (2 mg), children aged 1 to <6
months (3 mg), children aged 6 months to <1 year

(4 mg), and children aged 1 to <2 years (6 mg).

[198]

Aminophylline

PK-sim®

1. PNA had a significant influence on clearance of
the drug.

2. Dosing for neonates with renal underdevelopment
should be conservative.

[33]

Meropenem

PK-Sim®

1. This PBPK model supported the meropenem
dosing regimens recommended in the product label
for infants < 3 months of age with complicated
intraabdominal.

[199]

Lisinopril

PK-Sim®

1. 1.0 and 1.5 to 2.5 mg for neonates to infants and
infants to toddlers; 5 and 10 mg for adolescents;
20 mg for adults.

[200]

Nafamostat

Simcyp®

1. A whole-body PBPK model of nafamostat in adults
was built and scaled to children including newborns,
providing evidence for using a weight-based dosing

regimen in pediatric COVID-19 patients.

[201]

Zidovudine

PK-sim®

1. The preterm newborns of lesser GA have less
capacity for drug clearance.

2. Zidovudine dosages in preterm infants may need
to be adjusted for GA.

Carbamazepine

GastroPlus™

1. Dose reduction was recommended: 1.0 and 1.5 to
2.5 mg for neonates and infants to toddlers.
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Table 5. Cont.

Study Types/Ref. Drugs Platform Main Outcomes
Special application of neonatal PBPK modeling
1. The generic drugs with 10% slower dissolution
profile than the reference drugs could maintain BE in
[202] Oseltamivir GastroPlus™ adults, while the dissolution boundary for pediatrics

is restricted (6% slower for adolescents, 4% slower for
0-2-month neonates) to maintain BE.

Neonatal PBPK model establishment and simulation

[203]

Oseltamivir

Simcyp®

1. The protein abundance data of hepatic CESs were
imported into a pediatric PBPK model and the
concentration of oseltamivir in infants (0-1 year of
age) was successfully predicted.

[204]

Oseltamivir

GastroPlus™

1. The exposure of intravenous oseltamivir in
neonates was 3-fold higher than those observed with
the same oral doses.

[205]

Morphine

Simcyp®

1. The clearance of morphine increased from preterm
to term to post-term neonates.

2. OCT1 genotype influences morphine clearance in
term and post-term neonates.

[206]

Morphine

Simcyp®

1. Morphine clearance in neonates was more sensitive
to developmental changes in UGT2B7 activity.

[207]

Morphine

Simcyp®

1. The variation in BBB expression of P-gp
transporter was not responsible for differences in
brain exposure of the drug.

2. The PBPK-PD modeling suggested that neonates
were more sensitive to morphine than adults and
older children.

[208]

Methadone

Simcyp®

1. Changes in CYP2B6 and CYP3A4 activity, AGP,
and MPPGL affected the drug clearance in neonates.
2. The effect of cardiac output on drug disposition
was negligible.

[209]

Propofol

Simcyp®

1. A PBPK model combining in vitro and in vivo data
made a good prediction on clearance and
concentration—time profiles of propofol across a
broad age span from preterm to adults.

[210]

Buprenorphine

PK-Sim®

1. A whole-body parent-metabolite PBPK model of
buprenorphine for an adult and two pediatric
populations (children aged 4.6-7.5 years and preterm
neonates with PMA 27-34 weeks) was successfully
developed and displayed an excellent predictive
model performance.

[211]

Buprenorphine

Simcyp®

1. The PK variability of buprenorphine in neonates
was influenced by the extent of biliary clearance, oral
mucosa absorption, and CYP3A4 abundance.

[212]

Dihydrocodeine

Simcyp®

1. A full PBPK model of dihydrocodeine for healthy
adults was established and scaled to pediatric
patients with varied ages (from 1 month old to

14 years old).

[213]

Fentanyl

PK-Sim®

1. A whole-body parent-metabolite PBPK model of
fentanyl for adults was built and successfully scaled
to several pediatric subpopulations (from preterm
neonates to up to 3-year-old children).
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Table 5. Cont.

Study Types/Ref.

Drugs

Platform

Main Outcomes

[214]

Sirolimus

Simcyp®

1. The maturation pattern of sirolimus clearance in
pediatric patients was successfully investigated
through a novel PBPK model.

[215]

Actinomycin D

Simcyp®

1. A PBPK model of actinomycin D in infants and
younger children was established with perfect
predictive performance.

[216]

Gentamicin

PK-Sim®

1. The simulation found a good correlation between
plasma and saliva exposures, supporting saliva
concentration as an alternative for TDM of
gentamicin in premature infants.

[217]

Midazolam

PK-sim®

1. The predicted midazolam disposition in preterm
neonates was comparable to the observed data.

2. The MRT in neonatal brain was higher than the
MRT in plasma.

[218]

Acetaminophen

Simcyp®

1. A pediatric PBPK model integrating physiological
changes and enzyme ontogeny successfully described
the PK profiles from birth to adulthood (0-17 years).

[219]

Fluconazole

Simcyp®

1. A model-based bridging approach (from juvenile
mice/adults/in vitro—in silico data to neonates)
successfully predicted fluconazole PK profiles

in neonates.

[220]

Apixaban

Simcyp®

1. Apixaban levels reduced with weight-normalized
clearance in infants younger than 1 year old.

[221]

Bumetanide

Simcyp®

1. This model suggested that the brain concentration
of bumetanide in neonates enrolled in NEMO clinical
trial was lower than therapeutic concentration.

[222]

Acetaminophen

Simcyp®

1. The validated model found that a reduced CO by
up to 30% did not affect drug disposition in
preterm neonates.

[223]

HSK3486

Simcyp®

1. No change in the systemic exposure of HSK386 in
neonates compared to that in adults.

[224]

Hydrocortisone

Simcyp®

1. This hydrocortisone PBPK model successfully
predicted PK parameters of both immediate- and
modified-release hydrocortisone formulations in
adults and pediatrics.

[101]

Theophylline and
midazolam

MATLAB SimBiology

1. Total clearance of these two drugs was very low in
neonates and increased by 5 years old, then
decreased in adults.

[225]

Ganciclovir and
valganciclovir

GastroPlus™

1. The drug exposure in neonates was slightly
under-predicted through this modeling.

[226]

Pantoprazole and
esomeprazole

Simcyp®

1. The interplay of CYP maturation and inhibition in
neonates might be age-dependent.

[227]

Sildenafil and phenytoin

Simcyp®

1. The PK of both sildenafil and phenytoin were
predicted better at the end of a prolonged study using
the time-varying compared to fixed PBPK models.

[228]

Cimetidine,

ciprofloxacin, metformin,
tenofovir, and zidovudine

Simcyp®

1. Predictions in neonates and early infants (up to
14 weeks PNA) were reasonable.
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Study Types/Ref. Drugs Platform Main Outcomes
Recombinant human 1. A PBPK model incorporating age-dependent
erythropoietin, infliximab, . hysiology changes was developed to predict PK
[229] ythrop S ® phy &Y & P p
etanercept, basiliximab, Tneyp profiles of different therapeutic proteins in the
anakinra, and enfuvirtide pediatric population, including full-term neonates.
Theophylline 1. A pediatric absorption model integrating the
! . ® available information on pediatric gastrointestinal
[8] paracetamol, and Simcyp . .
Ketoconazole physiology and its ontogeny was developed to
predict oral drug absorption.
1. The plasma concentration in neonates was greater
. than that in the adults, and the concentration in older
Paracetamol, alfentanil, . .
. . . ® children was less than that in the adults.
[230] morphine, theophylline, PK-Sim .
. 2. No age-dependent bias for term neonates to 18
and levofloxacin
years of age when examining volumes of distribution
and t /2-
Meropenem, ceftazidime, . .
) . 1. The predictive performance of this PBPK model
azithromyecin, propofol, . ® .
[231] . Simcyp appeared to decrease in the (pre)term neonatal
midazolam, lorazepam, opulation
and caffeine pop '
Midazolam, caffeine,
carbamaz.epme,. cisapride, 1. The PBPK modeling using Simcyp® software was
theophylline, diclofenac, . ® ; .
[21] . Simcyp more accurate than that of simple allometry scaling,
omeprazole, S-warfarin
. L especially in small children (<2 years old)
phenytoin, gentamicin,
and vancomycin
1. A PBPK model incorporating renal maturation
[232] Linezolid and si ® ontogeny successfully predicted the PK of linezolid
emtricitabine meyp and emtricitabine in the pediatric population,
including neonates.
Alfentanil, midazolam,
caffeine, ibuprofen, . . arameter predictions of these six drugs for
[233] ffeine, ibuprof; S ® 1. AlPK p predicti f th ix drugs f
) gentamicin, and meyp preterm neonates were within twofold error criteria.
vancomycin
Amikacin, ciprofloxacin,
copanlisib, gadovist and 1. The pediatric PBPK models successfully predict the
[234] magnevist, levonorgestrel, PK-Sim® PK profiles of 10 small-molecule compounds in

moxifloxacin, regorafenib,
riociguat, and rivaroxaban

children with different age.

Abbreviations: AGP, «1-acid glycoprotein; BBB, blood-brain barrier; CESs, carboxylesterases; BE, bioequivalence;
bid, twice a day; CO, cardiac output; CSF, cerebral spinal fluid; CYP, cytochrome p450; ECMO, extracorporeal
membrane oxygenation; GA, gestational age; i.v., intravenous; MPPGL, the microsomal protein per gram of liver;
MRT, mean residence time; OCT, organic cation transporter; PBPK, physiologically based pharmacokinetic; PD,
pharmacodynamic; P-gp, P-glycoprotein; PK, pharmacokinetic; PMA, postmenstrual age; PNA, postnatal age;
TDM, therapeutic drug monitoring; t; /5, half-life; UGT, uridine 5'-diphospho-glucuronosyltransferase.

3.4. Neonatal PBPK Modeling Platform

Currently, mainstream modeling tools include GastroplusTM, Simcyp®, PK-Sim®,
and MATLAB Simbiology. These software programs similarly provide human multi-
compartmental model structure, physiological databases, model construction tools, model
evaluation tools, and visualization and reporting modules, though specific designs or
technical details may be different. For example, these tools utilize age-dependent pediatric
physiology data from various sources. Of these 56 articles, 34 used Simcyp®, 14 used PK-
sim®, 5 used Gastroplus™, 2 used MATLAB SimBiology, and 1 used PhysPK® (Figure 3).
As the Open Systems Pharmacology (OSP) community is a nonprofit organization, the use
of PK-sim® for PBPK simulation has increased in recent years. Some previous publications
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have presented comparisons between existing software programs [2,235-238]; we have not
explored this in detail since that is not the focus of this article.

Records identified through database
searching from Pubmed, Web of
Science, and Google Scholar (n=895),

l

Records after duplicates removed
(n=707)

}

Records screened (n=573)

l

Records (eg. book, comment, meeting, etc.)
excluded (n=134)

Records sought for retrieval (n=573

Records not retrieved (n=0)

"

Records assessed for eligibility

(n=573)

Records included in the review

Full-text articles exclued with reseasons (n=518):
1. Review (n=178)

2. Comparative Study (n=37)

3. Animal (n=22)

4. Drug-drug interaction (n=7)

5. Toxicology and environmental science (n=35)
6. PopPK (n=10)

7. Placental transfer model (n=24)

8. Lactational transfer model (n=42)

9. Pediatric (not including newborns) model (n=105)
10. Other reseasons (n=58)

(n=56)

Figure 2. The flow chart of the literature search.

= 39, 2%

" 61%

= 9%
\‘ = 25%

® PK-sim®

= Simcyp®

u GastroplusTM

u MATLAB SimBiology
u PhysPK®

Figure 3. The platform of PBPK modeling used in this study.

3.5. Application of Neonatal-PBPK Modeling for Dose Optimization/Regimens/Selection

Because of huge changes in physiological and metabolic development during the first
few weeks of life, the drug disposition in neonates varies over days and dose regimens
for newborns are difficult to determine in clinical practice. PBPK modeling is a potent
tool used to characterize maturational changes in drug disposition and help pediatricians
with treatment strategies in neonates. A total of 20 studies in this review established PBPK
models and provided dose optimization, dose regimen, or dose selection for neonates.
Moreover, PBPK modeling can simulate virtual bioequivalence trials to aid the evaluations

of generic drug products.
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3.5.1. Antiretroviral Drugs

The antiretroviral regimen is the primary approach for neonates born to HIV-infected
mothers, helping reduce the mother-to-child transmission rate. Pregnant women infected
with HIV are more prone to give birth to premature neonates than healthy women [239].
Neonates born prematurely to HIV-positive mothers are anatomically undeveloped and
physiologically immature [201]. Therefore, exploring suitable dosing regimens of an-
tiretroviral drugs in this population is necessary to ensure their efficacy and safety. Four
antiretrovirals, nevirapine, lamivudine, raltegravir, and zidovudine, have been approved
for the prevention and treatment of preterm neonates, owing to sufficient safety and PK
data [240]. Wei et al. developed a whole-body PBPK model incorporating the biometric val-
ues of preterm neonates to predict zidovudine exposure in preterm neonates with different
GA [201]. This simulation suggests that neonates with a lower GA display a lower capacity
for drug clearance. Hence, zidovudine dosages in preterm infants may need to be adjusted
for GA [201]. To explore additional potent alternative therapeutic strategies for neonates,
Bunglawala et al. established a PBPK model of dolutegravir incorporated into neonatal
maturation characteristics [185]. This qualified model indicated that 5 mg every 48 h for
the first three weeks, followed by daily dosing during the fourth week, was suitable for
preventing and treating HIV infection in newborns.

Nafamostat, a potent serine protease inhibitor, has shown significantly higher recovery
and lower mortality rates in high-risk patients with COVID-19 than that in standard care
alone [241]. An IV PBPK model of nafamostat in adults was developed and scaled to the
pediatric population, including newborns, to provide evidence for the use of a weight-
based dosing regimen in pediatric COVID-19 patients [200]. However, insufficient PK data
for nafamostat in humans have limited the predictive performance of the model.

3.5.2. Antibiotics

The empirical therapy recommended for neonates with Gram-negative infections or
suspected early onset sepsis is gentamicin, an aminoglycoside antibiotic with a narrow
therapeutic index, either alone or in combination with beta-lactam antibiotics [242]. The
bactericidal effect of gentamicin is concentration dependent; therefore, a high maximum
serum concentration (Cnax) can achieve a post-antibiotic effect [187]. However, the high
trough concentration (Cpin) of gentamicin is associated with severe adverse effects such
as irreversible ototoxicity and reversible nephrotoxicity [243-245]. As much as 79% of
gentamicin is renally eliminated via glomerular filtration and undergoes tubular reabsorp-
tion [246]. Considering the immature renal function of newborns, extensive monitoring of
neonates administered gentamicin is necessary. Two PBPK models have been developed to
optimize the dosing regimens in neonates. One is a minimal PBPK model built for preterm
and term neonates, which suggests that extended-interval dosing regimens (6 mg/kg q36h
for full-term neonates and 6 mg/kg q48h for preterm neonates) possess higher efficacy
and lower toxicity [187]. Another one is a PBPK-pharmacodynamic model for preterm
infants, which manifests that a higher dose with an extended-dosing interval (5 mg/kg
g36h) in newborns with PMA 30-34 weeks PNA 8-28 days and PMA > 35 weeks PNA
0-7 days is more likely to achieve trough concentration < 1 ug/mL compared to once-daily
dosing [186].

Meropenem, a broad-spectrum carbapenem antibiotic, has been approved by the
U.S. Food and Drug Administration to treat complicated intra-abdominal infections in
infants under three months of age [247]. Ganguly et al. developed a pediatric PBPK model
that incorporated information on renal transporter ontogenesis and GFR maturation [33].
The predictive performance of this model was good and 90% of virtual infants achieved
the target plasma concentration using a product label-recommended dosing regimen.
However, this model does not consider the potential influence of disease situations and
co-medications on meropenem exposure in young infants.

Ampicillin is a beta-lactam antibiotic frequently used to treat early and late-onset
neonatal sepsis [248,249]. Li and Xie developed a PBPK model of ampicillin in neonates and
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pregnant women during the intrapartum period and indicated that 50 mg/kg ampicillin
q8h was effective and safe for newborns, and that 1 g of ampicillin was adequate for
intrapartum prophylaxis [188].

Clindamycin is a lincosamide antibiotic used to treat anaerobic, streptococcal, and staphy-
lococcal infections. Christoph PH et al. developed a pediatric PBPK model to optimize
intravenous clindamycin dosing, and suggested a 9 mg/kg/dose for children < 5 months
of age, 12 mg/kg/dose for children > 5 months—6 years of age, and 10 mg/kg/dose for
children 6-18 years of age, all administered every 8 h [189]. In addition, Willmann S et al.
established a pediatric PBPK model covering children aged from 7 days to 18 years old
for moxifloxacin and proposed an age-dependent dosing regimen: 5 mg/kg for school
children (6-14 years), 7 mg/kg for pre-school children (2-6 years), and 9 mg/kg for infants
and toddlers (3 months-2 years) [190]. However, this model did not support dose finding
in young children (<3 months).

Fungal-related morbidity and mortality is a major threat for most neonatal intensive
care units in the world. Fluconazole is a triazole antifungal agent that is active against most
of the fungal pathogens [250]. There are two PBPK models created by PK-sim® to optimize
the dosing regimens of fluconazole in neonates. One found that target concentration
in plasma and cerebral spinal fluid was reached more quickly after using a 25 mg/kg
loading dose in neonates [193]. The other one proposed a loading dose regimen for
children receiving extracorporeal membrane oxygenation support in the first 24 h of therapy:
30 mg/kg for neonates, 35 mg/kg for infants and children (2 years to < 12 years), and
30 mg/kg for adolescents [194].

3.5.3. Cardiovascular Drugs

Lisinopril is an oral long-acting synthetic peptidyl dipeptidase inhibitor of angiotensin-
converting enzyme and is extensively used to treat children with hypertension [251].
This drug has high interindividual variability at all clinically used doses, ranging from
5to 50 mg [199]. Therefore, a PBPK model was used to predict lisinopril exposure in
pediatric populations across a wide age range to formulate standard treatment guidelines.
The mean simulated Cp,x and area under the concentration curve (AUC; 0-120 h) of
lisinopril in neonates to infants were much higher than those reported in adults, whereas
time to reach Cmax (Tmax) of lisinopril in neonates to infants was comparable to that
reported for children [199]. Hence, a dose reduction is necessary if neonates and infants are
administered lisinopril.

Aminophylline is a drug comprising theophylline and ethylenediamine in a 2:1 ratio.
It works for the treatment of lung diseases by inhibiting the isoenzymes phosphodiesterase
III and IV [252]. It has been reported that aminophylline has benefits for the treatment of
bradycardia and apnea, especially in premature infants [253]. However, aminophylline
has a narrow therapeutic range of 1020 pg/mL, which drives dosing findings in the
newborn. Tummala H et al. created a PBPK model and found that a standard dosing
protocol of 5 mg/kg loading dose and 2 mg/kg maintenance dose, all administrated
every 8 h in preterm babies, reached the therapeutic concentration [198]. PNA had a
significant influence on the clearance of aminophylline, and dosing for neonates with renal
underdevelopment must be conservative.

3.5.4. Antiepileptic Drugs

Carbamazepine is extensively used to prevent epileptic seizures in children and shows
age-dependent changes in absorption [254]. An oral absorption model was used to improve
our understanding of age-related oral absorption of carbamazepine in children using
GastroPlus™ [9]. This model suggested that a dose reduction was needed to obtain the
desired PK results: 1.0 and 1.5 to 2.5 mg for neonates and infants to toddlers.

Valproic acid is an orally active histone deacetylase inhibitor, and is used to treat
epilepsy, bipolar disorder, metabolic disease, and prevention of migraine headaches. The
dosage regimens for valproic acid based on PBPK modeling are 31.25 mg for neonate,
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62.5 mg for infant; 125 mg for toddler and pre-schooler; 250 mg for school age; and
375-500 mg for adolescent; all administrations are twice a day [191].

3.5.5. Other Drugs

It has been reported that the clearance of propofol, which is used in general anesthesia
for induction and maintenance of sedation, is sensitive to CO changes [7]. Allegaert et al.
developed a PBPK model to explore the effects of CO on PK characteristics [7]. The simu-
lation suggested that the changes in propofol clearance following reduced CO were age
dependent and appeared to be lower in newborns. Furthermore, the dose of propofol was
recommended to be reduced by 15% for neonates, infants, and children and 25% for adults
under a low CO (40-50% reduction).

For docetaxel, a widely used anti-mitotic chemotherapy medication, the dose recom-
mendation based on PBPK modeling was as follows: adult dosage regimen for pediatric
patients > 40 kg; a weight-based regimen for pediatric patients weighing 2.5 to <40 kg
(5 mg/kg loading dose on Day 1 then 2.5 mg/kg daily maintenance dose starting on
Day 2) [195]. A proteomics-informed PBPK supported the FDA label dose of acetaminophen
injection in neonates and infants [192]. For tadalafil, the PBPK simulation for children less
than 2 years old suggested the following: children aged birth to <1 month (2 mg), children
aged 1 to <6 months (3 mg), children aged 6 months to <1 year (4 mg), and children aged 1
to <2 years (6 mg) [197].

3.6. How Pediatricians Can Benefit from PBPK Modeling and Simulation

Although pediatricians may not be familiar with modeling software, they can leverage
PBPK modeling and simulation to make clinical decisions by working with experts in the
field and utilizing validated models or developing new ones tailored to specific patients.

First, pediatricians collect relevant clinical data on the patient, including age, weight,
medical history, and relevant laboratory values (e.g., liver and kidney function tests). Based
on the collected data, pediatricians work with clinical pharmacologists or experts in PBPK
modeling to identify the most appropriate PBPK model for the specific drug of interest. This
may involve selecting a model from a library of pre-validated models or developing a new
model tailored to the patient’s characteristics. The selected or developed PBPK model is
then validated using internal and external data sources to ensure that it accurately predicts
drug concentrations in the patient’s plasma and tissues. This validation process ensures
that the model is a reliable tool for making clinical decisions. Then, using the validated
PBPK model, pediatricians can simulate different dosing regimens or treatment strategies
to evaluate their impact on drug concentrations and potential adverse events. These sim-
ulations take into account patient-specific factors such as age, weight, and physiological
parameters derived from the PBPK model. Next, pediatricians evaluate the simulation
results to determine the optimal dosing regimen or treatment strategy that balances effi-
cacy and safety for the specific patient. This may involve comparing the predicted drug
concentrations, therapeutic targets, and adverse event risks for various dosing regimens.
Based on the simulation results, pediatricians develop a clinical protocol that outlines the
recommended dosing regimen or treatment strategy for the patient. During the course of
treatment, pediatricians monitor the patient’s clinical status and drug concentrations to
assess the effectiveness of the chosen dosing regimen and identify any potential adverse
events. Adjustments to the treatment plan can be made as needed based on the ongoing
monitoring and re-evaluation of the PBPK model simulations.

4. Conclusions/Future Directions

In the field of neonatal pharmacokinetics, there is a growing need for more advanced
and comprehensive PBPK models to optimize drug therapy and minimize adverse effects.
Although significant progress has been made in recent years, a considerable gap remains in
our understanding of the unique physiological characteristics of neonates, which hinders
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the development of more accurate and patient-specific PBPK models. Future studies should
focus on addressing these challenges and advancing the field of neonatal PBPK modeling.

First, there is a need for a more comprehensive understanding of the ontogeny of the
key organs and systems involved in drug metabolism and transport in neonates. To date,
the less-studied metabolic enzymes, transporters, and population-based discrepancies in
ontogeny are worthy of attention. The neonatal ontogeny of drug targets also requires
continued research, as it contributes to possible differences in the exposure-response
relation between neonates and older people. This knowledge will enable the development
of more accurate PBPK models that account for distinct biological processes occurring
during the early stages of life. To achieve this, researchers should continue to explore the
molecular and cellular mechanisms underlying neonatal drug metabolism and transport
and utilize animal models and in vitro systems to validate their findings.

Second, the incorporation of advanced computational methods and machine learning
algorithms can significantly enhance the predictive capabilities of PBPK models. Apart from
the published neonatal PBPK models, obviously more potential clinical dosing scenarios
in neonates have not been studied. More examples and practices contribute to enhancing
the predictive performance of PBPK modeling. Population pharmacokinetic simulation
helps to construct pharmacokinetic datasets that could be used in PBPK model evaluation,
which is particularly suited for neonates who cannot accept intensive blood collection.
By leveraging a wealth of available data on neonatal pharmacokinetics, researchers can
develop more sophisticated models that better capture the intervariability and patient-
specific aspects of drug disposition in this population. This may involve the use of data
mining and meta-analysis techniques to identify trends and patterns in existing data as well
as the development of novel algorithms and software tools to facilitate model validation
and optimization.

Third, there is a need for a more integrative approach to PBPK modeling in neo-nates,
which involves the collaboration of various stakeholders, including clinicians, researchers,
regulatory authorities, and the pharmaceutical industry. This multidisciplinary approach
enables the efficient translation of research findings into clinical practice and ultimately
leads to better therapeutic outcomes for newborns. To facilitate this process, there should
be an increased focus on developing standardized guidelines and tools for PBPK model
development and validation in the neonatal population as well as initiatives to promote
knowledge sharing and collaboration among stakeholders.

Given the ethical and logistical challenges associated with conducting clinical re-search
on neonates, it is essential to develop in silico and in vitro platforms, such as organ chips, to
predict drug disposition in this population. These alternative methods can provide valuable
insights into the pharmacokinetics of drugs in newborns and re-duce the need for invasive
and risky clinical studies. Therefore, there should be a concerted effort to develop and
validate novel in silico and in vitro models of neonatal pharmacokinetics with the ultimate
goal of improving drug therapy and outcomes in this vulnerable patient population. On
the other hand, to ensure the consistent development and validation of PBPK models
across different regions, international collaboration and standardization efforts are vital.
Consensus meetings and joint research initiatives can facilitate the exchange of knowledge
and expertise, promoting the creation of a unified framework for PBPK modeling in
neonates. This collaboration will help address the unique challenges and opportunities
presented by the neonatal population and advance the field as a whole.

In conclusion, the future of neonatal PBPK modeling holds great promise but also
presents several challenges. By focusing on these areas, researchers can advance the field
and improve the lives of newborns through more effective and safer drug therapies.

Supplementary Materials: The following supporting information can be downloaded at https://
www.mdpi.com/article/10.3390/pharmaceutics15122765/s1, Table S1: List of neonatal PBPK model-
ing dataset.
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