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Abstract: A knowledge gap exists in infant tetrahydrocannabinol (THC) data to guide breastfeeding
recommendations for mothers who use cannabis. In the present study, a paired lactation and infant
physiologically based pharmacokinetic (PBPK) model was developed and verified. The verified
model was used to simulate one hundred virtual lactating mothers (mean age: 28 years, body
weight: 78 kg) who smoked 0.32 g of cannabis containing 14.14% THC, either once or multiple times.
The simulated breastfeeding conditions included one-hour post smoking and subsequently every
three hours. The mean peak concentration (Cmax) and area under the concentration–time curve
(AUC(0–24 h)) for breastmilk were higher than in plasma (Cmax: 155 vs. 69.9 ng/mL; AUC(0–24 h):
924.9 vs. 273.4 ng·hr/mL) with a milk-to-plasma AUC ratio of 3.3. The predicted relative infant dose
ranged from 0.34% to 0.88% for infants consuming THC-containing breastmilk between birth and
12 months. However, the mother-to-infant plasma AUC(0–24 h) ratio increased up to three-fold (3.4–3.6)
with increased maternal cannabis smoking up to six times. Our study demonstrated the successful
development and application of a lactation and infant PBPK model for exploring THC exposure in
infants, and the results can potentially inform breastfeeding recommendations.

Keywords: PBPK; cannabinoids; weed; marijuana and breastfeeding; pediatric cannabis exposure;
cannabinoids in breastmilk; weed and breastfeeding; smoking and lactation; cannabis smoking; THC
in breastmilk; infant THC exposure

1. Introduction

The use of cannabis, including smoking, has become increasingly prevalent world-
wide, with pregnant individuals and lactating mothers being no exception [1,2]. The
growing legalization of recreational cannabis use is expected to contribute further to this
phenomenon [3,4]. However, the health risks associated with cannabis smoking are a
matter of concern, particularly for vulnerable populations such as lactating mothers and
their breastfed infants. Smoking cannabis during lactation may lead to potential prolactin
suppression and alterations in both the volume and nutritional composition of breast milk,
potentially impacting the amount and quality of breast milk consumed by breastfed in-
fants [5–7]. Studies conducted on animals have indicated that exposure to cannabis during
breastfeeding may have impacts on the baby’s neurodevelopmental outcomes, similar to in
utero exposure. These effects may include reduced mental development, irregular sleep
patterns, and aggressiveness, as well as lack of attention [2,8]. However, some other studies
have claimed no significant difference in developmental outcomes between exposed and
non-exposed infants [9,10].
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Tetrahydrocannabinol (THC) is the most potent psychoactive compound found in
cannabis. It is metabolized in the liver by CYP2C9 and CYP3A4 into its more polar forms,
11-OH-THC and 11-COOH-THC [11,12]. THC has been reported to pass into breast milk,
raising concerns about potential adverse effects on the developing infant. While data on
the pharmacokinetics of THC in human milk are limited, its favorable properties, such as
high lipophilicity and low molecular weight, suggest it can pass into breastmilk. On the
other hand, little or no THC metabolite levels are found in breast milk, probably due to the
polar nature of the metabolites [13,14]. The reported milk-to-plasma ratio of THC varies
widely between studies, ranging from 1.8 to 34.6, but most studies consistently agree on a
median value of around 7.0 [15–17]. The concentration of THC in human milk reported in
prior studies is highly variable, making it often difficult to interpret the few studies that
reported concentrations in milk and time post-exposure. For example, in a study involving
eight lactating women, the observed THC concentrations in milk samples collected 1 h after
smoking ranged between 12.2 and 420 ng/mL [13]. These studies often rely on self-reported
use by lactating mothers, leading to potential discrepancies in the reported use frequency
or strength of cannabis consumed. Additionally, conducting adequately controlled studies
on lactating mothers is challenging due to ethical and practical reasons [18].

There is a notable lack of consistent and clear information available in clinical guide-
lines or from health professionals regarding the use of cannabis during breastfeeding. A
2015 survey of 74 lactation professionals revealed varying recommendations, with 44%
individualizing their breastfeeding recommendations based on cannabis use frequency, 41%
recommending breastfeeding continuation due to perceived benefits outweighing risks,
and the remainder recommending cessation of breastfeeding if cannabis must be used [19].
Despite the prevalence of cannabis use among lactating mothers and few studies assessing
breastmilk exposures, there is a notable lack of data on infant THC exposure through breast-
milk. The complexity of conducting such studies is evident, as it would involve recruiting
lactating mothers who use cannabis, many of whom may be hesitant to participate due to
fear of judgment. Furthermore, ethically, investigators cannot recommend breastfeeding
solely for the purpose of measuring THC concentration in infants.

The currently available literature reports the milk-to-plasma ratio for THC based on
single-time point measurements of plasma and breastmilk concentrations. This approach
has its limitations as the ratio is expected to vary at different times on the pharmacokinetic
profile. Meanwhile, the area under the concentration–time curve (AUC) ratio method is
currently impractical due to the challenges in obtaining a full pharmacokinetic profile of
THC in breastmilk. The Atkinson method offers an alternative approach to predict the
milk-to-plasma ratio using milk and drug characteristics, but it assumes passive drug
diffusion and often overlooks the dynamic nature of milk intake, using a fixed daily milk
intake of 150 mL/kg/day [20,21].

To address these limitations and better understand cannabis exposure during lactation,
we propose utilizing physiologically based pharmacokinetic (PBPK) modeling. The appli-
cation of PBPK modeling in studying THC pharmacokinetics offers a unique opportunity
to bridge the knowledge gap in cannabis exposure during lactation. PBPK models can
leverage existing data on cannabis use, pharmacokinetics, and physiological parameters
to tailor models specifically for lactating mothers and their infants. By integrating this
approach, we can gain a more comprehensive understanding of the dynamics and potential
risks of cannabis exposure in this vulnerable population, which may facilitate informed
decision-making.

This study has two primary objectives: (1) To develop a paired lactation and infant
PBPK model for THC, which includes an oral inhalation compartment to account for
maternal smoking behavior, and (2) To predict the complete pharmacokinetic profile of
THC in lactating mothers and the corresponding levels in breastfed infants.
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2. Materials and Methods
2.1. PBPK Model Development Workflow

The PBPK model development started with a base intravenous PBPK model to charac-
terize the disposition of THC in adult individuals. The input parameters were adjusted
for females, males, or both to allow for the selection of appropriate weight, BMI, cardiac
outputs, and organ volumes as needed. Subsequently, the base model was expanded to
include oral inhalation and breast compartment, which were incorporated to account for
THC smoke particle deposition, absorption, and transfer of THC into breastmilk. These
iterative refinements resulted in the final maternal lactation PBPK model. Additionally, a
PBPK model specific to infants was developed by modifying the adult intravenous base
model to accommodate their unique anatomical and physiological characteristics [22,23].
An oral absorption component was then integrated to obtain the infant oral PBPK model.
The overall workflow of the model development process is illustrated in Figure 1.
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intravenous; PBPK, physiologically based pharmacokinetic model.

2.2. PBPK Model Development
2.2.1. General Model Structure

The maternal lactation and infant PBPK models included lungs, gut, liver, kidney,
muscle, fat, and brain compartments that are involved in drug absorption, distribution,
metabolism, and elimination. Other tissues and organs were grouped together into one
compartment called the “rest of the body.” The lung was further divided into four sub-
compartments to account for the deposition and absorption of smoke particles via inhala-
tion. Furthermore, a breast compartment and a sub-compartment for milk were incorpo-
rated to simulate the transfer of THC into breast milk. The infant PBPK model was linked
to the maternal model through breastfeeding, and THC ingested through the breastmilk
was absorbed into the infant’s body through the gastrointestinal tract (Figure 2).
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Figure 2. Schematics of the maternal and infant PBPK model structure, highlighting modes of
drug input, distribution, and elimination. ET2, extrathoracic (excluding the nose); BB, bronchial;
bb, bronchiolar; and AL, alveolar region; CLH, hepatic clearance; Qbt, blood flow to the breast; CLbtmk,
drug clearance from the breast into milk; CLmkbt, drug clearance from milk into the breast.

2.2.2. Base Model: Intravenous PBPK Model

The transfer of THC into organs and tissues was assumed to be limited by blood flow
due to its small size and high lipophilic nature. Cardiac output was determined from the
virtual subject’s gender, age, and weight as follows [24]:

CO = (6.963 + 0.446 · isMale− 0.037 ·Age + 0.013 ·Weight) · 60, (1)

where CO is the cardiac output (L/h), isMale is the gender status (0 for female, 1 for male),
Age is in years, and Weight is in kg.

The regional blood flow to other organs in the model was represented as a fraction
of the cardiac output, as shown in Table 1. However, organ weights were determined
based on various factors, including age, weight, height, gender, or a combination of these
parameters (Table 1).
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Table 1. System-specific physiological parameters for the PBPK model.

Organ Weight (g) a ρ Q b fVwt fVnl fVph fVew fViw Reference
LBM 0.252 ·Weight + 0.473 ·Height− 48.3 [25]
Adipose 17.4 + 0.65 ·Age− 0.01 ·Age2 + 9× 10−5 ·Age3 0.9196 0.085 0.286 0.609 0.005 0.135 0.017 [26–31]
Bone 0.21 · LBM 1.176 0.05 0.45 0.074 0.0011 0.1 0.346 [26,31,32]
Brain 653 + 95.4 ·Age− 4.32 ·Age2 + 0.0729 ·Age3 − 0.000413 ·Age4 1.04 0.12 0.78 0.051 0.0565 0.162 0.62 [26,31]
Gut 1100 1.045 0.17 0.76 0.0487 0.0163 0.282 0.475 [26,31]
Muscle 0.29 ·Weight 1.06 0.12 0.71 0.022 0.0072 0.118 0.63 [26,27,31]
Heart 25.39+ 15.70 ·Age− 0.3603 ·Age2 + 0.004 ·Age3− 1.75× 10−5 ·Age4 1.055 0.05 0.78 0.0115 0.0166 0.32 0.456 [26,31]
Spleen 8.99 + 10.13 ·Age− 0.24 ·Age2 + 0.0018 ·Age3 − 2.95× 10−6 ·Age4 1.06 0.03 0.79 0.0201 0.0198 0.207 0.579 [26,31]
Kidney 20.4 + 18.7 ·Age− 0.511 ·Age2 + 0.0054 ·Age3 − 1.88× 10−5 ·Age4 1.035 0.17 0.76 0.0207 0.0162 0.273 0.483 [26,31]
Lungs 115 + 36.8 ·Age− 0.4 ·Age2 1.05 1.0 0.78 0.003 0.009 0.336 0.446 [26,31]
Liver 145 + 104 ·Age− 3.2 ·Age2 + 0.043 ·Age3 − 0.0002134 ·Age4 1.054 0.27 0.73 0.0348 0.0252 0.161 0.573 [26,31]
Rest Weight−∑ Wtissues 0.065 0.70 ca 0.02 c 0.01 c 0.652 1.581 [31]
Blood 0.36 ·Height3 + 0.03 ·Weight + 0.1833 [33,34]
Plasma 0.6 ·WBlood 0.95 0.0032 0.0021 [34]
Venous 0.7 ·WBlood [35]
Artery WBlood −WVenous

a Equations were either reported or generated from the digitized plot; b values were reported as fractions; c Values were assumed. ρ, specific gravity (g/cm3); Q, organ blood flow; fV,
fractional volume; wt, nl, ph, ew, iw, water, neutral lipids, extracellular water, and intracellular water, respectively; Wtissues, WBlood, WVenous weight of tissues, blood, and venous blood,
respectively. The volume of each organ was calculated by multiplying the organ weight and specific gravity.
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Height, on the other hand, was derived from weight and body mass index (BMI)
using [36]

Height =

√
Weight

BMI
. (2)

These parameters were used as inputs within the model to represent a virtual individ-
ual. The THC-specific parameters used in the model were obtained from the literature and
are summarized in Table 2.

Table 2. Physicochemical and biochemical parameters of THC used in the PBPK model.

Parameter Definition Value Reference

Dose (mg) Standard joint weighing 0.32 g
containing 14.14% THC 45.2 [37,38]

MW (g) Molecular weight (C21H30O2) 314.5 [39]
Log P Octanol-water partition coefficient 6.97 [40]
BP Blood-to-plasma ratio 0.667 [41]
pKa Dissociation constant 10.6 [42]
fup Unbound fraction in plasma 0.0022 [43]
fumic Unbound fraction in liver microsomes 0.04 [44]
VmaxCYP2C9
(pmol/min/mg) CYP2C9 maximum reaction rate 624 [44]

KmCYP2C9 (µmol/L) CYP2C9 concentration at half
maximum reaction rate 0.07 [44]

VmaxCYP3A4
(pmol/min/mg) CYP3A4 maximum reaction rate 4905 [44]

KmCYP3A4 (µmol/L) CYP3A4 concentration at half
maximum reaction rate 5.48 [44]

VmaxPGP,BR (µmol/h) PGP brain maximum reaction rate 0.0123 [45]

KmPGP,BR (µmol/L) PGP brain concentration at half
maximum reaction rate 49.1 [45]

STHC (mg/L) THC Solubility 2.8 [39]
PSA (Å2) THC Polar Surface Area 29.5 [39]
HBD THC Hydrogen Bond Donor 1 [39]

dae (µm) Aerodynamic diameter of THC smoke
particle 0.39 [46]

ρ (g/cm3) Density of THC smoke particle 3 [26]

χ
Dynamic shape factor of smoke
particle 1.5 [26]

fhyg Hygroscopic growth rate factor 1.5 a [47]
a Assumed based on the hygroscopic growth of particles from a Kentucky 3R4F reference cigarette.
CYP, Cytochrome P450; PGP, P-glycoprotein; THC, Tetrahydrocannabinol.

The rate of THC distribution into non-eliminating tissue or organ per time was de-
scribed using the following equation:

dAorgan(non−eliminating)

dt
= Qorgan ·

(
Carterial −

Corgan

Ktp,organ/BP

)
, (3)

where Aorgan, Qorgan, Carterial, Corgan, Ktp,organ, and BP, is the amount (ng), blood flow
(L/h), concentration in arterial blood (ng/mL), concentration in organ (ng/mL), organ
tissue-to-plasma partition coefficient, and blood-to-plasma ratio, respectively.

Ktp,organ was calculated using the Berezhkovsky-corrected Poulin and Theil
method [31,48], which assumes a homogenous distribution of the unbound drug between
tissue lipids and water. This method was chosen due to the physicochemical properties
of THC, including high log P, low molecular weight, and neutrality at physiologic pH,
which makes it well-suited for this approach [31,49]. The THC fraction unbound in plasma,
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fup, was obtained from a prior study [43]. However, the tissue fraction unbound fut was
predicted using

fut = 1/
(

1 +
1− fup

fup
× R

)
, (4)

where R is a constant with a value of 0.5 for non-adipose tissues and 0.15 for adipose tissues,
as described by Poulin and Theil [31].

In eliminating organs such as the liver, Equation (3) is modified by accounting for
drug loss due to hepatic metabolism in Equation (4).

dAorgan(eliminating)

dt
= Qorgan ·

(
Carterial −

Corgan
Ktp,organ

BP

)
−CLH ·Corgan, (5)

where CLH is the total hepatic clearance.
The hepatic clearance was calculated using the well-stirred liver model assumption,

which accounts for all the intrinsic metabolic clearance processes mediated by specific
cytochrome P450 (CYP) isoforms. The mathematical representation of the well-stirred liver
model is as follows:

CLh = Qh ·
(

fub ·∑ CLint,h

Qh + fub ·∑ CLint,h

)
, (6)

where Qh, fub, and ∑ CLint,h, represents hepatic blood flow (L/h), fraction unbound in
blood, and total hepatic intrinsic clearance (L/h), respectively.

Based on the free drug hypothesis, unbound concentrations in both blood and plasma
were assumed to be equal at steady state. This allowed for the calculation of fractions
unbound in blood, fub, by dividing fup by blood-to-plasma ratio. The intrinsic clearance of
a compound by CYP enzymes can be obtained from data obtained during in vitro metabolic
studies using

CLint,h(CYP) =

(
Vmax(CYP)

Km(CYP)

)
· MMPGL ·Wliver

fumic
, (7)

where CLint,h(CYP), Vmax(CYP), and Km(CYP) represent the intrinsic clearance of a compound
by a particular CYP enzyme, the maximum metabolism rate of that enzyme, and the
Michaelis–Menten constant for that enzyme, respectively. MMPGL, Wliver, and fumic
represent the mass of microsomal protein per gram of liver, weight of liver, and unbound
fraction of drug in microsomes.

The intrinsic clearance of hepatic CYP2C9 and CYP3A4 was used to obtain the to-
tal hepatic intrinsic clearance because THC is primarily metabolized by CYP2C9 and
CYP3A4 [43,50,51].

2.2.3. Base Model Expansion: Inhalation PBPK Model

In our inhalation model, we added an absorption compartment via oral inhalation
to the base model. This compartment represents the respiratory airways and is com-
posed of four distinct sub-compartments: extrathoracic (ET2—mouth, pharynx, and lar-
ynx), bronchial (BB—trachea, main bronchi, and intrapulmonary bronchi), bronchiolar
(bb—bronchioles from Generations 9 to 15), and alveolar (AL—respiratory bronchioles,
alveolar ducts, and sacs from Generations 16 to 26). This approach, which has been previ-
ously published in the literature, is based on the human respiratory tract model established
by the International Commission on Radiological Protection (ICRP) [26,52].

Cannabis smoke was considered a small particulate matter capable of depositing
on the lumen of any of the previously described respiratory airway regions. Regional
deposition of smoke particles was calculated using previously described equations in the
literature [26,52]. Briefly, each region was conceptualized as a filter, allowing the deposition
of smoke particles. Considering the bidirectional airflow (inhalation or exhalation), ET2,
BB, and bb were assigned two filters each. However, AL was assigned a single filter
because the airway is closed at the alveolar end (Figure 3a). The fraction of smoke particles
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deposited at each filter relied on the tidal airflow through each airway region, as well
as the aerodynamic and thermodynamic properties of the particles. Within a particular
filter, the transit of particles from prior filters contributed to the addition or depletion of
particles in that filter, which affected the overall particles available for dissolution in the
epithelial fluid. The dissolved particles were further affected by mucociliary clearance,
which facilitated the movement of particles to and away from each airway region. All these
processes collectively determined the amount of particles that eventually permeated the
lung epithelial cells. A comprehensive depiction of this mechanism is shown in Figure 3b.
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Figure 3. Schematics of particle deposition following (a) inhalation and exhalation and (b) absorption
of deposited particles through the bronchial region. fDE, fraction deposited; ktrBB , ktrbb , transit rate
constant at bronchial and bronchiolar regions (1/h), respectively; kdBB , dissolution rate constant at
bronchial region (1/h); kmccBB , kmccBB , mucociliary transit rate constant at bronchial and bronchiolar
regions (1/h), respectively; PSBB, permeability surface area product of bronchial epithelium (L/h);
Qlu, blood flow to the lungs.

The amount of THC present in the lumen, epithelial fluid, epithelium, and intracellular
fluid within an airway region at a given time was determined using the following equations:

dAlu(n)

dt
= ktrn+1 ·Alu(n+1) − ktrn−1 ·Alu(n−1) − kdiss ·

(
Sthc −Cdis(n)

)
, (8)

dAelf(n)

dt
= kdiss ·

(
Sthc −Cdiss(n)

)
+ kmccn+1 ·Aelf(n+1) − kmccn−1 ·Aelf(n−1) − fun,elf · PSAn ·Celf(n), (9)

dAep(n)

dt
= fun,elf · PSAn ·Celf(n) − fun,ep · PSAn ·Cep(n), and (10)

dAint(n)

dt
= fun,ep · PSAn ·Cep(n) − fun,int · PSAn ·Cint(n), (11)

where Alu, Aelf, Aep, and Aint represent the amount (ng) of THC in the lumen, epithelial
fluid, epithelium, and interstitial fluid, respectively; ktr, kdiss, kmcc, Sthc, and Cdiss represent
the transit rate constant (1/h), dissolution rate constant (L/h), mucociliary constant (1/h),
the solubility of THC (mg/L), and dissolved concentration in epithelial fluid (mg/L),
respectively, fun,elf, fun,ep, and fun,int represent the fraction unionized in epithelial fluid,
epithelium, and intracellular fluid, respectively; PSA, permeability surface area product
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(L/h); Celf, Cep, Cint, concentration (mg/L) in epithelial fluid, epithelium, and intracellular
fluid, respectively; n, airway region.

The transit rate constant was obtained by taking the inverse of residence time in
each airway region [26], while the mucociliary clearance was calculated using the method
described by Hartung and Borghardt [53]. The dissolution rate constant was derived from
the diffusion coefficient of THC, the surface area, and the thickness of the epithelial fluid.
This calculation was based on the methodologies described by the ICRP and Hintz and
Johnson (1989) [26,54]. The permeability surface area product was calculated by multiplying
the apparent permeability of lung epithelial cells and the surface area of each region [52,55].

At time t = 0, the initial undissolved amount of THC in the airway lumen is calculated
using Equation (25).

Au(n)t=0 = fDE(n) ·ADOSE, (12)

where fDE(n), fraction deposited in nth airway compartment; ADOSE, dose inhaled.
The transfer of THC from the alveolar interstitial fluid was assumed to be perfusion-

limited due to the abundant supply of blood capillaries and high blood flow in the alveoli.
Therefore, the alveolar mass balance equation is

dAint(AL)

dt
= fun,ep · PSA(AL) ·Cep(AL) + QAL ·Cvenous −QAL ·Cint(AL), (13)

where Cvenous is the concentration of THC in venous blood, QAL is the blood flow to the
alveolar, which was assumed to be equal to the cardiac output.

2.2.4. Base Model Expansion: Lactation PBPK Model

To expand our oral inhalation PBPK model, we incorporated a breast compartment
that includes a sub-compartment specifically for breast milk, as shown in Figure 2. Consid-
ering the processes involved in the secretion and excretion of nutrients into human milk,
including exocytosis from alveolar secretory vesicles, coalition of lipids and triglycerides,
free permeation, and endocytosis of large immunoglobulins and proteins [56], we inte-
grated this knowledge with the physicochemical properties of THC and existing human
milk models [57,58]. As a result, we proposed two potential mechanisms for THC transfer
into breastmilk: (1) excretion and reabsorption and (2) permeation. Equations (14) and (15)
describe the rate of change of THC in breast tissues and milk.

dAbreast
dt = Qbreast ·

(
Carterial − Cbreast

Ktp,breast/BP

)
− fup · fun,bt ·CLbtmk ·Cbreast

−fun,bt · PSAbt ·Cbreast + fumk · fun,mk ·CLmkbt ·Cmilk + fumk
·fun,mk · PSAbt ·Cmilk,

(14)

dAmilk
dt = fup · fun,bt ·CLbtmk ·Cbreast + fun,bt · PSAbt ·Cbreast − fumk · fun,mk

·CLmkbt ·Cmilk − fumk · fun,mk · PSAbt ·Cmilk,
(15)

where Abreast and Amilk is the amount (ng) in breast and milk, respectively; Qbreast is
blood flow to the breast (L/h); Cbreast and Cmilk, concentration (ng/mL) in breast and
milk, respectively; Ktp,breast, breast tissue-to-plasma partition coefficient; CLbtmk, clearance
(L/h) from the breast into milk; CLmkbt, clearance from milk into the breast; fun,bt, fun,mk,
fraction unionized in breast and milk, respectively; fup, fut, fumk, fraction unbound in
plasma, tissue, and milk, respectively; PSAbt, permeability surface area product of breast
glandular tissue.

A volume of 0.5 L and 0.21± 0.011 L was assigned to the breast and breastmilk storage
capacity, respectively, based on previously reported data [26,59]. Breast blood flow was
assumed to be similar during pregnancy and lactation; hence, we used the reported breast
blood flow of 3.5% of the total cardiac output reported during pregnancy [26]. Given the
high and variable percentage of fatty tissues in women’s breasts [26,60,61], we did not
calculate the partition coefficient of THC in the breast tissues using the Berezhkovsky-
corrected Poulin and Theil method. Instead, we assumed Ktp,breast to be a fraction of 0.5
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(ranging from 0.25 to 0.7) of Ktp,adipose. This approach was adopted to account for the
glandular and fat composition of breast tissues, allowing for a more accurate representation
of THC distribution within the breast.

The clearance of THC between breast tissue plasma and milk was predicted using
Equations (16) and (17), which were derived based on THC’s physicochemical properties,
such as lipophilicity, molecular weight, polar surface area, and hydrogen bond donor
properties [58].

CLbtmk = 10−3.912−0.015·PSA+3.367·log MW−0.164·(log P−log D7.4)/1000, (16)

CLmkbt = 102.793+0.179·log P−0.132·HBD/1000, (17)

where PSA, MW, log P, log D7.4, and HBD represent the polar surface area, molecular
weight, logarithm of octanol-water partition coefficient, logarithm of octanol-water distri-
bution coefficient at pH of 7.4, and hydrogen bond donor, respectively.

While the fraction unbound of THC in plasma has been reported in the literature, the
fraction unbound of THC, specifically in breast milk, has not been studied. To address
this, we utilized the established methodology proposed by Atkinson and Begg (1990) in
Equations (18)–(22) to predict the fraction unbound of THC in breast milk [21,58,62].

fumk =
1

fwskmilk
fuskmilk

+ ffmilk
· log Pmilk

, (18)

fuskmilk =
fup

0.448

0.0006940.448 + fup
0.448 , (19)

log Pmilk = −0.88 + 1.29 · log P, (20)

fun,bt =
1

1 + 10(pKa−pHbt)
, (21)

fun,mk =
1

1 + 10(pKa−pHmk)
, (22)

where fwskmilk and ffmilk
are fractional volumes of water and fat in skimmed milk and milk,

respectively, which were reported as 0.955 and 0.045, respectively; fuskmilk is fraction un-
bound in skimmed milk; log Pmilk is the logarithm of the octanol-water partition coefficient
in milk; pHbt is the pH of breast tissues, which was assumed to be 7.4; pHmk is the pH of
breast milk, which was fixed as 7.0, the average reported value between 1 and 10 months
postpartum [63–66].

Due to the lack of data on the permeability of the epithelial cells of the mammary
glands, the permeability surface area of the mammary gland was parameterized as follows:

PSAbtgt =
SAbt ·D

hbt
, (23)

where SAbt is the surface area of mammary glands, which was estimated by assuming that
each lobule comprising the mammary gland is spherical, and there are 40 lobules per lobe
and a total of 20 lobes [67,68]; D is the diffusion coefficient of THC, calculated following
ICRP method [26]; hbt is the thickness of mammary epithelial cells, which was fixed as
20 µm [69].
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2.2.5. Base Model Reduction: Infant Oral PBPK Model

Age-dependent changes in body weight, height, organ weights, and cardiac output
were accounted for by scaling down relevant physiological and biochemical parameters
from the base model to infants up to one year of age (see Equations (24) and (25)) [70,71].

Weight(kg) =
(Age(years) · 12) + 9

2
, (24)

y =
a + b · age

1 + c ·Age(years) + d ·Age(years)2 , (25)

where y represents physiological parameters such as height (cm), organ weight (kg), or
cardiac output (L/min); a, b, c, and d are constant terms, reported in Chang et al. study [71],
for each physiological parameter and organ of interest. The blood flow to various organs
was considered as a fraction of the total cardiac output. It was assumed that the fractional
blood flow to organs in both adults and children was equal.

Alteration in plasma protein concentration and hematocrit level in pediatric popula-
tions affects protein binding and blood-to-plasma ratio. Moreso, THC exhibits a strong
binding affinity to serum albumin [72,73]. Therefore, the infant fraction unbound and
blood-to-plasma ratio of THC were predicted using the following equations [22,74]:

Calb = 1.1287 · log Age(years) + 33.746. (26)

fup,child =
1

1 + (1−fup)
fup

· Calb,child
Calb,adult

. (27)

Kp(RBC) =
BP− 1 + Ht

Ht · fup
. (28)

BPchild = 1 +
(

Ht,child ·
(

fup,child ·Kp(RBC) − 1
))

. (29)

where Calb and Calb,child represent the serum albumin concentration of adults and children,
respectively; Kp(RBC) is the partition coefficient of unbound THC in red blood cells; Ht and
Ht,child represent the hematocrit level in adults and children, respectively; BP and BPchild
represent the blood-to-plasma ratio in adults and children, respectively.

To account for the ontogeny of CYPs 2C9 and 3A4, which are the major enzymes
responsible for the metabolism of THC, their activity was expressed as a fraction relative
to adult activity. This was accomplished using Equations (30) and (31), as previously
described [71]. These equations allowed for the adjustment of enzyme activity based on
age, reflecting the developmental changes in the metabolic capacity of CYPs 2C9 and 3A4
during infancy.

CLint,h(CYP),child = fCYP ·CLint,h(CYP),adult. (30)

fCYP =
x ·Age(years)n

y + Age(years)n + z. (31)

where CLint,h(CYP),child and CLint,h(CYP),adult are the intrinsic clearance of enzyme (L/h) in
adults and children, respectively; fCYP is the enzyme’s fractional activity relative to adult
activity; x, y, z, and n are constant terms that are reported in the Chang et al. study [71] for
hepatic CYP enzymes.

In the infant model, THC was absorbed from the ingested breast milk via the gas-
trointestinal tract. The oral absorption process was characterized by two parameters:
bioavailability, F, and absorption rate constant, ka (see Equations (32) and (33)).

F = Fa · Fg · Fh. (32)
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ka =
2 · Peff

R
. (33)

where Fa, Fg, and Fh represent fraction absorbed, fraction escaping gut metabolism, and
fraction escaping hepatic first-pass metabolism, respectively; Peff, Caco-2 intestinal perme-
ability; R, the radius of the small intestine. The calculation of each of these parameters has
been extensively described elsewhere [75,76].

The dose input in the infant model depended on the maternal lactation model. This
involved multiplying the maternal breast milk concentration at each feeding time with the
volume of milk the baby ingests during that breastfeeding (Equation (34)).

Doseinfant = Cmilk ·Vmilk. (34)

where Cmilk is the concentration of THC in breastmilk at feeding; Vmilk is the volume of
breast milk ingested by the baby during the feeding session.

The daily volume of breast milk ingested by the baby was calculated using a regression
equation derived from a comprehensive analysis of 167 breast milk studies [77]. This
equation, generated from the observed data, allows for the estimation of the daily breast
milk intake based on the age of the baby (Equation (35)).

Vmilk(daily) = 52.0208− 1.9296 ·Age(days) + 192.5057 · log(Age(days)). (35)

Based on the guidelines provided by the Center for Disease Control and Prevention and
the World Health Organization, exclusively breastfed infants typically feed approximately
8 to 12 times per day [78,79]. To estimate the average volume of breastmilk ingested per
feed, it was assumed that the baby feeds every three hours.

2.2.6. Model Training, Verification, and Simulation

To gather pharmacokinetic data on THC in humans following intravenous, inhalation,
and oral administration routes, an extensive search of the PubMed and Cochrane literature
databases was conducted (Figure S1). Relevant studies were identified using keywords
such as “THC pharmacokinetics,” “tetrahydrocannabinol,” “THC inhalation,” “THC milk-
to-plasma ratio,” and “cannabis and lactation.” When multiple studies were available, they
were divided into two sets: one for model training and the other for model verification. This
iterative process was performed sequentially for each step of model development, starting
with the intravenous, inhalation, and lactation PBPK models. To replicate the observed
concentration profiles from the identified studies, the reported THC profiles were extracted
using Plot Digitizer 2.6.6 software (Free Software Foundation, Boston, MA, USA). The
performance of the models was evaluated through visual inspection of the pharmacokinetic
profiles and the calculation of the absolute average fold error (AAFE) (Equation (36)) for
exposure metrics such as AUC or Cmax. An acceptance criterion of AAFE between 1 and 2
was set to establish model validation [80,81].

AAFE = 10
1
n ∑ |log ( Predicted

Observed )|. (36)

Due to the limited or no availability of THC studies in pediatric populations, we
proposed an alternative approach for model validation. Initially, the pharmacokinetic
profile of oral THC was simulated using reported population pharmacokinetic parameters
from a prior oral study. Subsequently, the typical population parameters were scaled down
allometrically, taking into account differences in body size and enzyme maturation between
adults and pediatric populations [82]. The resulting pediatric population model served as
a comparators for verification purposes, enabling the evaluation of the performance and
predictive capabilities of our pediatric PBPK model.

Given the significant variability in the reported frequency of cannabis use among both
frequent and infrequent smokers, we adopted a range of smoking scenarios to encompass
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different usage patterns. These scenarios included smoking frequencies of one, two, three,
four, five, and six times daily, covering a spectrum from chronic to frequent use. The impact
of these smoking scenarios on THC concentrations in breastmilk was evaluated separately
at three-hour breastfeeding intervals, beginning at one-hour post-smoking. Breastmilk
concentration and volume of milk intake per breastfeeding session were combined to arrive
at the dose used to assess the potential exposure of infants to THC. The PBPK model
building, verification, and simulation of different scenarios were performed using Pumas®

(version 2.3.2, Pumas-AI, Inc., Centreville, VA, USA).

2.2.7. Sensitivity Analysis

A sensitivity analysis was performed on specific input parameters in the PBPK model
to assess their impact on the model’s output. The analysis was conducted using the
following equation:

S =
P

∆P
· ∆PK

PK
. (37)

where S is the sensitivity of the input parameter on PK output; P is the input parameter; ∆P
is the change in input parameter; PK is the output PK parameter; ∆PK, change in output
PK parameter (AUC(0–t)).

Parameters exhibiting sensitivity within the range of −10 ≥ S ≥ 10 were identified as
influential on the desired model output.

3. Results
3.1. Observed Data for PBPK Model Development

Table 3 provides detailed information on the design, participant demographics, and
dosing characteristics of the studies used for the model training and verification. It is
important to note that two studies were excluded due to potential bioanalytical recovery
issues associated with radiolabeled THC [83,84].

Table 3. Characteristics of the model verification and validation dataset.

Dose Study Description Subjects Age (year) Weight (kg) Purpose Reference
Intravenous
5 mg/2 min RD, XO 11 (100% male) 18–35 - Verification [85]
5 mg/2 min PC, XO 9 (89% male) 29.2 (5.2) 73.7 (10.3) Verification [86]
5 mg/2 min PC, XO 9 (89% male) 25.3 (4.9) 68.3 (9.6) Verification [86]
5 mg/2 min - 8 (100% male) 24–45 64–87 Verification [87]
0.053 mg/kg/2 min RD, DB, XO 8 (50% male) 26–35 60 (8)–80 (5) Training [88]
2.5 mg/5 min DB, PC 22 (100% male) 28 (6) - Training [89]
2.5 mg/5 min RD, DB, PC 11 (100% male) 26.3 (4.2) - Training [90]

1.6 mg/5 min P1, SC, OL,
2-periods 11 (55% male) 18–40 74 Verification [91]

Inhalation
(Smoking) *
13 mg/6 min RD, XO 11 (100% male) 18–35 - Verification [85]
12.7 mg/3 min PC, XO 9 (89% male) 29.2 (5.2) 73.7 (10.3) Verification [86]
13.4 mg/3 min PC, XO 9 (89% male) 25.3 (4.9) 68.3 (9.6) Verification [86]
15.8 mg, 33.8
mg/11.2 min RD, DB, LS 6 (100% male) 31.3 (29–36) 77.6 (65–93) Verification [92]

15.3 mg, 30.6 mg,
61.2 mg/6 puffs RD, CT, PS 18 (83% male) 21–45 - Verification [93]

33 mg/10 min Two-way, DB, PC 12 (67% male) 22 (20–31) 66 (55–84) Verification [94]
29.3 mg, 49.1 mg,
69.4 mg/22 min

Four-way, RD, DB,
PC, XO 24 (100% male) 24 (4) 74 (5) Training [95]

25.6 mg/15 min DB, XO, PC 19 (74% male) 23 (19–38) 61.5 Training [96]
29.3 mg, 49.1 mg,
69.4 mg/22 min RD, DB, PC, XO 24 (100% male) 24 (4) - Training [97]

Smoking and
lactation *

23.18 mg/15 min
Pilot 2–5 mo
Postpartum PK
study

8 (100% female) 18–45 - Training and
verification [13]

45.25 mg/8.7 min Mommy’s milk
study 50 (100% female) 22–41 - verification [98]

* The standard joint cigarette content and/or smoking topography was assumed where there is a lack of informa-
tion in the study. RD, randomized; XO, crossover; PC, placebo-controlled; CT, controlled; DB, double-blind; LS,
Latin-square; PS, pilot study; P1, phase one; SC, single center; OL, open-label. Age and weight were reported as
range or mean (standard deviation).
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For the model training, datasets with a double-blind study design were utilized, while
the remaining datasets were used for model verification. However, the limited availability
of breastmilk studies providing detailed information on dose, concentrations, and time
post-exposure necessitated the use of the same dataset for both training and verification. In
the Bertrand et al. study, we assumed a standard THC dose of 14.14% per joint due to the
absence of dose information. We included this dataset because it provided THC breastmilk
concentrations over an extended post-cannabis use period.

3.2. PBPK Model Training and Verification
3.2.1. Intravenous PBPK Model

The anatomical and physiological parameters specific to the system, such as organ
weights and regional blood flows in the PBPK model, were consistent with values reported
in the literature. The average volume of distribution at steady state was calculated to be
8.44 L/kg, which falls within the range previously reported (6.5–10 L/kg) [43,99–101]. The
hepatic enzyme kinetics of THC, specifically Vmax and Km for CYPs 2C9 and 3A4, were
obtained from a previous study [44] to calculate the intrinsic clearance. Renal clearance
was assumed to be negligible due to the low fraction of THC excreted unchanged in urine
(<2%) [102,103].

In the simulation, the demographic characteristics and dosage regimens of patients in
each study were replicated, but the sample size of virtual subjects was increased to 100 to
better capture variability in the simulated profiles. The PBPK model successfully predicted
the observed data in the training dataset, and the subsequent model predictions of the
remaining datasets were mostly within the stipulated success criteria (Figures 4 and 5).
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Figure 4. Plasma concentration profiles following a short intravenous infusion. The open blue circle
represents the observed data. The solid line depicts the median PBPK predicted concentrations, while
the shaded area (5th to 95th percentile) indicates the 90% prediction interval. The purple and blue
profiles display the overlay of PBPK simulated values with the observed values in the training and
verification datasets, respectively [85–91].
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Figure 5. Median (interquartile range) predicted/observed ratios for AUC and Cmax following
intravenous administration of THC. The purple median (IQR) corresponds to the results from the
training datasets, while the blue median (IQR) represents the results from the verification datasets.
Each median (IQR) on the plot is accompanied by the absolute average fold errors (AAFE), which
provide an overall measure of the deviation between simulated and observed values. The acceptance
criterion for the ratio is set between 0.5 and 1, while the criterion for the AAFE is set between 1 and 2.
Multiple datasets were included from certain studies where both chronic (a) and casual (b) cannabis
use scenarios were investigated within the same study [85–91].

Since there is limited information available on the differences in THC disposition
between chronic and casual cannabis users, these distinctions could not be accounted
for in the PBPK model at the time of development. One possible explanation for the
simulated AUC not meeting the success criteria for chronic users in the datasets by Kelly
and Jones could be enzyme induction associated with smoking behavior, although it was
not investigated. Additionally, the lower Cmax reported in the dataset by Meyer et al.
compared to the predicted Cmax could be attributed to the injected solution containing
both THC and CBD in a 1:1 ratio, potentially leading to interactions between THC and
CBD [104].

3.2.2. Inhalation PBPK Model

In the inhalation studies, the dose of THC inhaled was calculated by subtracting
the THC content of the original joint from the reported amount remaining in the joint
residue. In cases where the residue was not determined, we assumed that the entire THC
content of the joint was inhaled. Since only a few studies provided information on smoking
topography, we adopted a standard smoking topography of 13 puffs for a standard joint
cigarette, with a puff duration of 5 s and an inter-puff interval of 35 s, based on previous
reports [105,106] when detailed smoking information was not available. The estimated
deposition percentages of the inhaled dose at the ET2, BB, bb, and AL airway regions
were 0.76%, 1.4%, 37%, and 24%, respectively. Although there were no prior in vivo THC
deposition studies for comparison, these values were similar to those reported previously
for nicotine [52].

Due to the limited availability of smoking topography data in the studies, only the area
under the curve (AUC) was used as the basis for the success criteria. Cannabis inhalation
studies that employed a randomized, double-blind design were included in the training
dataset to ensure reliability. Overall, the inhalation model development was successful, as
over 80% of the observed values in the verification datasets fell within a two-fold deviation
of the simulated values (Figures 6 and 7).
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Figure 6. (a) Plasma concentration profiles following THC inhalation after smoking cannabis. The
open blue circle represents the observed data. The solid line depicts the median PBPK predicted
concentrations, while the shaded area (5th to 95th percentile) indicates the 90% prediction interval.
The purple and blue profiles display the overlay of PBPK simulated values with the observed values
in the training and verification datasets, respectively. (b) Plasma concentration profiles following
THC inhalation after smoking cannabis. The open blue circle represents the observed data. The solid
line depicts the median PBPK predicted concentrations, while the shaded area (5th to 95th percentile)
indicates the 90% prediction interval. The blue profile displays the overlay of PBPK simulated values
with the observed values in the verification datasets [85,86,92–97].
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Figure 7. Median (interquartile range) predicted/observed ratios for AUC following inhalation of
cannabis smoke. The purple median (IQR) corresponds to the results from the training datasets,
while the blue median (IQR) represents the results from the verification datasets. Each median (IQR)
on the plot is accompanied by the absolute average fold errors (AAFE). The acceptance criterion for
the ratio is set between 0.5 and 1, while the criterion for the AAFE is set between 1 and 2. Multiple
datasets were included from certain studies that examined a range of scenarios, including chronic (a)
and casual (b) cannabis use, as well as variations in THC content such as low (l), medium (m), and
high (h) THC content in cannabis joints within the same study [85,86,92–97].

3.2.3. Lactation PBPK Model

The development of the lactation PBPK model was successful, with model predictions
demonstrating an acceptable absolute average fold error (AAFE) of 1–2 when compared to
the observed values (Table 4).

Table 4. Comparison of observed and predicted breastmilk exposure metrics.

Median (Range)
Parameter
(Units) Observed Predicted Ratio AAFE

AUC (ng·h/mL) 110.5 (33.9–744.4) 194 (99.2–301.8) 1.76 1.67
Cavg (ng/mL) 27.6 (8.4–186.1) 48.5 (24.8–75.5) 1.76 1.67
Cmax (ng/mL) 44.7 (12.2–420.3) 88.7 (55.6–121.1) 1.98 1.93
Tmax (h) 1 (1–2) 0.8 0.8
Infant dose
(mcg/kg/d) 4.1 (1.3–27.9) 7.3 (3.7–11.3) 1.78 1.68

RID (%) 1.3 (0.4–8.7) 2.2 (1.1–3.4) 0.59 1.61
Cavg, average concentration; Cmax, maximum concentration; Tmax, time to maximum concentration; RID, relative
infant dose in percentage; AAFE, absolute average fold error.

Model verification was conducted using the Baker et al. dataset, while the Bertrand
et al. dataset was utilized for visual inspection of the results. The Bertrand study did not
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report pharmacokinetic parameters, likely due to various factors such as the infrequent
collection of breastmilk samples (46 out of 50 participants contributed samples once),
the four-year study duration, and self-reported timing of cannabis use. The observed
breastmilk concentrations exhibited high variability across the two studies (Figure 8).

Pharmaceutics 2023, 15, x FOR PEER REVIEW 18 of 29 
 

 

Table 4. Comparison of observed and predicted breastmilk exposure metrics. 

 Median (Range)   
Parameter (Units) Observed Predicted Ratio AAFE 
AUC (ng⋅h/mL) 110.5 (33.9–744.4) 194 (99.2–301.8) 1.76 1.67 
Cavg (ng/mL) 27.6 (8.4–186.1) 48.5 (24.8–75.5) 1.76 1.67 
Cmax (ng/mL) 44.7 (12.2–420.3) 88.7 (55.6–121.1) 1.98 1.93 
Tmax (h) 1 (1–2) 0.8 0.8  
Infant dose (mcg/kg/d) 4.1 (1.3–27.9) 7.3 (3.7–11.3) 1.78 1.68 
RID (%) 1.3 (0.4–8.7) 2.2 (1.1–3.4) 0.59 1.61 

Cavg, average concentration; Cmax, maximum concentration; Tmax, time to maximum concentration; 
RID, relative infant dose in percentage; AAFE, absolute average fold error. 

Model verification was conducted using the Baker et al. dataset, while the Bertrand 
et al. dataset was utilized for visual inspection of the results. The Bertrand study did not 
report pharmacokinetic parameters, likely due to various factors such as the infrequent 
collection of breastmilk samples (46 out of 50 participants contributed samples once), the 
four-year study duration, and self-reported timing of cannabis use. The observed breast-
milk concentrations exhibited high variability across the two studies (Figure 8). 

 
Figure 8. Breastmilk concentration profiles following THC inhalation after smoking cannabis. The 
open blue circle represents the observed data. The solid line depicts the median PBPK predicted 
concentrations, while the shaded area (5th to 95th percentile) indicates the 90% prediction interval. 
Eight lactating mothers participated in the Baker et al. study, and their profile is shown on the graph. 
However, in the Bertrand et al. study, 50 mothers who reported recent marijuana use contributed 
one breastmilk sample at different times [13,98]. 

This variability may be attributed to ethical challenges in conducting lactation trials, 
which often rely on self-reporting of cannabis use and mothers collecting their breastmilk 
samples at their own convenience. Furthermore, the Bertrand study reported that only 
64% of participants used cannabis exclusively via inhalation, and the specific method of 
inhalation was not reported. 

Figure 9 shows the simulated THC plasma and breastmilk profiles of a lactating 
mother who smoked 0.32 g of cannabis containing 14.14% THC once, twice, thrice, four 
times, five times, or six times daily. Our simulations further showed that THC exhibits a 
milk-to-plasma AUC ratio greater than 1, indicating higher concentrations in breastmilk 
compared to plasma, which is similar to previously reported value [16,17]. Additionally, 
the concentration of THC in breast milk increases with an increasing number of daily 
smoking frequency. 

Figure 8. Breastmilk concentration profiles following THC inhalation after smoking cannabis. The
open blue circle represents the observed data. The solid line depicts the median PBPK predicted
concentrations, while the shaded area (5th to 95th percentile) indicates the 90% prediction interval.
Eight lactating mothers participated in the Baker et al. study, and their profile is shown on the graph.
However, in the Bertrand et al. study, 50 mothers who reported recent marijuana use contributed one
breastmilk sample at different times [13,98].

This variability may be attributed to ethical challenges in conducting lactation trials,
which often rely on self-reporting of cannabis use and mothers collecting their breastmilk
samples at their own convenience. Furthermore, the Bertrand study reported that only
64% of participants used cannabis exclusively via inhalation, and the specific method of
inhalation was not reported.

Figure 9 shows the simulated THC plasma and breastmilk profiles of a lactating
mother who smoked 0.32 g of cannabis containing 14.14% THC once, twice, thrice, four
times, five times, or six times daily. Our simulations further showed that THC exhibits a
milk-to-plasma AUC ratio greater than 1, indicating higher concentrations in breastmilk
compared to plasma, which is similar to previously reported value [16,17]. Additionally,
the concentration of THC in breast milk increases with an increasing number of daily
smoking frequency.
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3.2.4. Infant Oral PBPK Model

The age-dependent physiological and anatomical parameters within the validated
intravenous PBPK model were successfully scaled down to account for infants up to one
year of age, employing established equations or reported values. This adaptation was
particularly relevant, given that infants are typically breastfed for a duration of 6 months
to 1 year [107]. Unfortunately, due to the limited availability of infant plasma THC data
specifically for infants, conventional training and verification were not feasible. To address
this challenge, an alternative empirical approach was adopted, leveraging an existing oral
population pharmacokinetic (popPK) model described by Klumpers et al. [108]. In their
study, a cohort of 21 subjects (52% female) was administered various doses of oral THC
(5 mg, 6.5 mg, or 8 mg). The reported population pharmacokinetic parameters from the
study were used to replicate an adult THC popPK model within the Pumas® software
(version 2.3.2, Pumas-AI, Inc., Centreville, VA, USA). By reproducing the results from the
Klumpers et al. study, we successfully established an adult oral pharmacokinetic model
for THC.

To account for age-related differences in drug clearance and volume parameters, we
applied allometric scaling based on body weight using the standard allometric scaling
equation [109]. However, considering that drug clearance in neonates and infants is
additionally influenced by enzyme maturation [110], we incorporated a modified version
of the previously established method for morphine in neonates [82] to address this. To
verify our infant PBPK model, we administered the previously estimated infant dose of
7.3 mcg/kg (as seen in Table 4) in both the popPK and the PBPK model and simulated
plasma concentrations over a 12 h period (Figure 10).
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Klumpers et al. [108] population pharmacokinetic model.

The infant popPK and PBPK model predictions for AUC (neonates—123 vs. 456 ng·hr/mL)
and Cmax (neonates—123 vs. 456 ng/mL) were within the acceptable range of 1–2 folds
difference for all age groups up to one year. This successful verification supports the
reliability and accuracy of the developed infant PBPK model. The simulated THC concen-
tration profiles across the various months, including neonatal periods up to one year of
age, exhibited comparable patterns. This observation may be attributed to the substantial
contribution of CYP2C9 in THC metabolism [12], as newborns possess approximately 21%
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of the adult activity of CYP2C9 at birth. Moreover, the expression of CYP2C9 in newborns
rapidly reaches adult levels within the first two weeks of life [74].

3.2.5. Simulations

Firstly, within the lactation PBPK model, we obtained THC concentrations in breast
milk at three-hour intervals starting from the first hour, which corresponded to each
breastfeeding session. This process was repeated for different frequencies of cannabis use
that were investigated, as shown in the results in Table 5.

Table 5. Predicted Cmax, AUC, and the milk-to-plasma ratio of THC in lactating mothers.

Breastmilk Plasma Infant AUC(0–24 h) (RID)
Joints Cmax AUC(0–24 h) Cavg Cmax AUC(0–24 h) MP Ratio 1 mo 2 mo 6 mo 12 mo

/day ng/mL ng·hr/mL ng/mL ng/mL ng·hr/mL ng·hr/mL
(%)

ng·hr/mL
(%)

ng·hr/mL
(%)

ng·hr/mL
(%)

1 155 924.9 38.5 69.9 273.4 3.4 0.59 (0.74) 0.49 (0.88) 0.49 (0.74) 0.26 (0.48)
2 184 1554 64.8 78.6 444.6 3.5 0.98 (0.63) 0.81 (0.74) 0.80 (0.63) 0.48 (0.41)
3 212 2144 89.3 89.1 636.4 3.4 1.02 (0.57) 0.84 (0.68) 0.84 (0.57) 0.54 (0.37)
4 253 2876 119.8 97.5 806.5 3.6 1.75 (0.58) 1.49 (0.67) 1.49 (0.58) 0.77 (0.38)
5 268 3223 134.3 110 968.5 3.3 1.57 (0.52) 1.26 (0.62) 1.32 (0.52) 0.74 (0.34)
6 309 3996 166.5 120 1181 3.4 1.85 (0.54) 1.50 (0.64) 1.41 (0.54) 0.92 (0.35)

Cmax, maximum concentration; AUC(0–24 h); Area-under-the-curve from 0 to 24 h; Cavg, average concentration;
MP, mother-to-plasma; RID, relative infant dose in percentage.

Instead of assuming a fixed milk volume of 150 mL/kg, which may not accurately
represent the dynamic nature of THC exposure in both the mother and infant, we calculated
the volume of milk ingested by the baby during each feeding session based on the infant’s
age. By combining the breastmilk concentration and breastmilk intake volume, we derived
the dose of THC to which the baby is exposed per breastfeeding session. It is important to
note that this approach of considering individualized milk intake accounts for some of the
variability in THC exposure in infants.

In Figure 11, we present the corresponding infant plasma concentration of THC at each
breastfeeding period, highlighting the impact of maternal smoking frequency on infant
THC exposure. Notably, even though the virtual subjects were dosed per kilogram of body
weight, neonates up to 1 month old, who have the smallest weight, exhibited the highest
THC exposure. This is attributed to the incomplete maturation of metabolizing enzymes
in neonates. As the baby grows and metabolizing enzyme activity, such as CYP2C9 and
CYP3A4, increases, the infants receive higher THC doses due to weight gain, but their
plasma THC concentrations remain lower relative to the neonatal period.

3.2.6. Sensitivity Analysis

Sensitivity analysis was specifically conducted on critical model parameters that were
fixed to assess their impact on pharmacokinetic exposure. The parameters evaluated
included the viscosity and hygroscopicity of THC smoke, the solubility of THC, and the
THC breast tissue-to-plasma partition coefficient. The sensitivity tests involved making
small changes to each parameter while keeping all other model parameters constant,
allowing for rapid identification of parameters that significantly influenced exposure
metrics with only slight variations. Notably, the breast tissue-to-plasma partition coefficient
exhibited sensitivity values beyond the acceptable limits, indicating that it is an influential
input parameter in our lactation PBPK model (see Figure 12).
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tested and represented by different colors, as shown in the legend.
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Figure 12. Sensitivity analysis of exposure metrics to variations in fixed model input parameters. The
viscosity and hygroscopicity of THC smoke were assessed in relation to the fraction deposited, while
solubility was evaluated against the plasma area under the curve (AUC). Additionally, the breast
partition coefficient was examined in correlation with breast milk AUC.

4. Discussion

Limited information is available regarding the concentration of THC in breast milk and
its absorption by breastfeeding infants. The American Academy of Pediatrics recommends
against cannabis use during lactation. In practice, this leads to variations in recommen-
dations by providers and lactation specialists regarding the safety of breastfeeding for
individuals who continue to use cannabis. Although several studies have shown that THC
is excreted in breast milk, the actual absorption by infants and subsequent effects have not
been evaluated. Given the well-documented benefits of breastmilk, withholding it based
on a theoretical risk that has not been fully evaluated is not without its own risks. In our
study, we successfully developed a maternal and infant PBPK model, which allows us to
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describe the disposition of THC in breastmilk and breastfed infant plasma, which is of
clinical importance in determining the safety of breastfeeding for those using cannabis.

The application of PBPK models to investigate drug pharmacokinetics in special pop-
ulations, including lactating women, has garnered significant interest over the years. In
a recent research endeavor, PBPK modeling was employed to characterize the breastmilk
pharmacokinetics of ten drugs across diverse biopharmaceutics classifications [111]. Specif-
ically, in this study, we developed a PBPK model to estimate THC exposure in human milk
and breastfed infants. The lactation PBPK model incorporated a smoke deposition pattern,
as well as an oral inhalation compartment, to represent the prevalent routes of cannabis
consumption and the likely route for lactating mothers who use cannabis [2].

In traditional approaches, the milk-to-plasma ratio is initially determined empirically,
taking into account human milk and drug characteristics. This ratio is then used to calculate
the milk concentration by multiplying it by the average plasma concentration [21,112]. Al-
ternatively, a semi-mechanistic approach has also been employed, incorporating clearance
between breastmilk and plasma into the equation governing drug transfer between these
compartments [58,111]. In our study, we successfully developed a mechanistic lactation
PBPK model for THC using a bottom-up approach. Firstly, we separated the breast tissue
compartment from the alveoli (milk storage) compartment within the breasts and then
modeled THC to transfer either by active secretion or reabsorption directly from the breast
tissue plasma or through free permeation from THC within the breast tissue compart-
ment. Subsequently, we reduced our base model into an infant PBPK model based on
relevant equations from the literature. Finally, the concentration output from the lactation
PBPK was used to drive the dose input for the infant PBPK model. While PBPK models
for THC have been developed for pregnant and non-pregnant populations in previous
research [43,113,114], this is the first paired PBPK model, to the best of our knowledge,
specifically developed for THC in lactating mothers (assuming real-world recreational
cannabis use) and infants up to one year old.

In several studies analyzing paired samples of plasma and breastmilk, the observed
milk-to-plasma concentration ratio of THC in lactating mothers who smoke marijuana
was approximately 7.0 [15–17]. However, in our study, we predicted the milk-to-plasma
ratio based on concentration to fall between 1.34 and 5.10, while it was 3.3 when deter-
mined using the AUC ratio method. The AUC ratio method is considered superior as
it considers exposures in both compartments over time, providing a more comprehen-
sive assessment compared to relying on single time-point concentrations, which can vary
over time. Furthermore, our lactation PBPK model successfully predicted a THC half-
life in breast milk of approximately 39 h, which is consistent with the value reported by
Bertrand et al. (27 h) [98]. However, in the study conducted by Wymore et al., a signifi-
cantly longer half-life of 17 days was reported [16]. This discrepancy in the latter study
may be attributed to challenges in ensuring that only mothers who were abstinent from
marijuana use over the 42-day period contributed breastmilk samples. Moreover, the
plasma analysis of THC in eligible and enrolled mothers who self-reported abstinence indi-
cated that 52% of them had THC present at the beginning of the study. There is currently
a lack of information in the literature about THC exposure in infants via breastfeeding.
Utilizing our infant-lactation paired PBPK model, we predicted a percent mother-to-infant
plasma AUC(0–24 h) of 0.22, 0.18, 0.18, and 0.10%, respectively, for a mother who smoked
cannabis once daily and exclusively breastfed a one-month-old infant. Notably, this value
increased with an increase in daily cannabis use, showing up to a threefold rise when the
daily use increased to six joints. Furthermore, we simulated relative infant doses of 0.59,
0.71, 0.60, and 0.39% for infants up to 1 month, 3 months, 6 months, and 12 months old,
respectively. While some studies have reported maternal weight-adjusted relative infant
doses of 0.8–8.7%, our model accounted for the dynamics of milk intake per feed, resulting
in lower infant exposure to THC through lactation. In our worst-case scenario of maternal
cannabis use six times daily during lactation, the maximum infant plasma concentration
ranged between 0.084 and 0.167 ng/mL for infants between one month and twelve months,
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with one-month-old infants showing higher levels. These concentrations are orders of
magnitude lower than maternal plasma levels, and the clinical implications of this finding
are unclear. Additional data would be needed to interpret THC levels in infants.

THC and its metabolites, including the active compound 11-OH-THC, have consis-
tently been detected in samples from newborns’ umbilical cords and meconium [115,116].
These findings suggest that infants possess the necessary enzyme activity to metabolize
THC from birth. However, the analysis of urine and feces from breastfed infants for
THC and its metabolites has produced mixed outcomes, revealing varying concentration
levels [5]. Nevertheless, assessing THC levels in infant plasma holds greater clinical sig-
nificance; however, there is a lack of data regarding infants exposed to cannabis through
breast milk. Our study predicted THC concentration in infant plasma, although notably
lower than previously reported values. This discrepancy is due to prior studies involv-
ing instances of accidental cannabis intoxication by infants, resulting in reported infant
plasma THC and 11-OH-THC concentrations ranging from 23.9 ng/mL to 54.8 ng/mL and
11.8 ng/mL to 35.1 ng/mL, respectively [117,118]. Our current study exclusively focused on
estimating THC concentration, although the intermediate metabolite of THC (11-OH-THC)
exhibits similar pharmacological effects to THC.

In a pharmacodynamic investigation of oral cannabis use in healthy adults, self-
reported effects, as well as cognitive and psychomotor activity, were more pronounced at
plasma THC concentrations of 2.2 ng/mL or higher [119]. Additionally, another review
indicated that blood THC concentrations between 2 and 5 ng/mL can lead to substantial
driving impairment [120]. Given the doses considered via maternal cannabis smoking and
subsequent infant dose through breastfeeding, the simulated infant plasma concentrations
(ranging from 0.084 to 0.167 ng/mL) were lower than the threshold for pharmacodynamic
effects in adults, which is reassuring. However, the potential health risks or impairments to
the developing baby at these concentrations remain uncertain. More research and larger-
scale studies are needed to validate these findings and provide further insights into the
potential effects of THC exposure during lactation. As the prevalence of cannabis use
among lactating mothers continues to rise, it is essential to prioritize research in this area to
ensure the safety and well-being of both mothers and their breastfed infants.

The development of PBPK models for special populations, including our lactation and
infant PBPK model for THC, is usually confronted with a notable challenge—the limited
availability of clinical data to adequately evaluate model performance. In the case of our
lactation model, we relied on breastmilk data from the only study that reported relevant
dosing information, including the amount, smoking pattern, and breastmilk sample col-
lection time, to verify the accuracy of our model predictions. For our infant model, we
scaled an adult population pharmacokinetic model down to infants and compared our
model predictions with this, and we did not account for THC metabolites. Notwithstanding
these limitations, our model predictions provided valuable insights and represent a signifi-
cant step forward in enhancing our understanding of THC pharmacokinetics in lactating
women and their breastfed infants. This information is crucial for assessing the potential
risks and safety implications of cannabis use during lactation and guiding appropriate
recommendations for marijuana use in lactating women.

5. Conclusions

In this study, a PBPK model was developed to describe the pharmacokinetics of THC
in the breast milk of lactating cannabis users and its potential exposure to breastfeeding
infants. While the model predicted higher THC concentrations in breast milk, the cor-
responding exposure in infant plasma was significantly lower. The clinical implications
of this lower exposure remain uncertain, underscoring the need for further research to
determine whether this level of exposure poses any potential harm to infants.



Pharmaceutics 2023, 15, 2467 24 of 28

Supplementary Materials: The following supporting information can be downloaded at: https://www.
mdpi.com/article/10.3390/pharmaceutics15102467/s1, Figure S1: Flow chart of the literature review
for training and verifying PBPK model predictions.

Author Contributions: Conceptualization, M.G. and B.S.; methodology, B.S., M.G., V.Y.; software,
B.S.; clinical relevance, K.M., M.G.; validation, B.S., M.G. and V.Y.; writing—original draft preparation,
B.S.; writing—review and editing, M.G., V.Y., K.M.; supervision, M.G. and V.Y. All authors have read
and agreed to the published version of the manuscript.

Funding: This research received no external funding.

Institutional Review Board Statement: Not applicable.

Informed Consent Statement: Not applicable.

Data Availability Statement: No new data were created or analyzed in this study.

Conflicts of Interest: The authors declare no conflict of interest.

References
1. Hasin, D.; Walsh, C. Trends over time in adult cannabis use: A review of recent findings. Curr. Opin. Psychol. 2021, 38, 80–85.

[CrossRef]
2. Navarrete, F.; García-Gutiérrez, M.S.; Gasparyan, A.; Austrich-Olivares, A.; Femenía, T.; Manzanares, J. Cannabis Use in Pregnant

and Breastfeeding Women: Behavioral and Neurobiological Consequences. Front. Psychiatry 2020, 11, 586447. [CrossRef]
3. Matheson, J.; Le Foll, B. Impacts of recreational cannabis legalization on use and harms: A narrative review of sex/gender

differences. Front. Psychiatry 2023, 14, 1127660. [CrossRef]
4. Hall, W. The costs and benefits of cannabis control policies. Dialogues Clin. Neurosci. 2020, 22, 281–287. [CrossRef]
5. National Institute of Child Health and Human Development. Cannabis. In Drugs and Lactation Database (LactMed®); National

Institute of Child Health and Human Development: Bethesda MD, USA, 2006.
6. Garry, A.; Rigourd, V.; Amirouche, A.; Fauroux, V.; Aubry, S.; Serreau, R. Cannabis and Breastfeeding. J. Toxicol. 2009,

2009, 596149. [CrossRef] [PubMed]
7. Djulus, J.; Moretti, M.; Koren, G. Marijuana use and breastfeeding. Can. Fam. Physician 2005, 51, 349–350. [PubMed]
8. Fried, P.A. The Ottawa Prenatal Prospective Study (OPPS): Methodological issues and findings--it’s easy to throw the baby out

with the bath water. Life Sci. 1995, 56, 2159–2168. [CrossRef]
9. Tennes, K.; Avitable, N.; Blackard, C.; Boyles, C.; Hassoun, B.; Holmes, L.; Kreye, M. Marijuana: Prenatal and postnatal exposure

in the human. NIDA Res. Monogr. 1985, 59, 48–60. [PubMed]
10. Astley, S.J.; Little, R.E. Maternal marijuana use during lactation and infant development at one year. Neurotoxicol Teratol. 1990, 12,

161–168. [CrossRef] [PubMed]
11. Watanabe, K.; Yamaori, S.; Funahashi, T.; Kimura, T.; Yamamoto, I. Cytochrome P450 enzymes involved in the metabolism of

tetrahydrocannabinols and cannabinol by human hepatic microsomes. Life Sci. 2007, 80, 1415–1419. [CrossRef]
12. Patilea-Vrana, G.I.; Anoshchenko, O.; Unadkat, J.D. Hepatic Enzymes Relevant to the Disposition of (−)-∆9-Tetrahydrocannabinol

(THC) and Its Psychoactive Metabolite, 11-OH-THC. Drug Metab. Dispos. 2019, 47, 249–256. [CrossRef] [PubMed]
13. Baker, T.; Datta, P.; Rewers-Felkins, K.; Thompson, H.; Kallem, R.R.; Hale, T.W. Transfer of Inhaled Cannabis Into Human Breast

Milk. Obs. Gynecol. 2018, 131, 783–788. [CrossRef]
14. Monfort, A.; Ferreira, E.; Leclair, G.; Lodygensky, G.A. Pharmacokinetics of Cannabis and Its Derivatives in Animals and Humans

During Pregnancy and Breastfeeding. Front. Pharmacol. 2022, 13, 919630. [CrossRef] [PubMed]
15. Moss, M.J.; Bushlin, I.; Kazmierczak, S.; Koop, D.; Hendrickson, R.G.; Zuckerman, K.E.; Grigsby, T.M. Cannabis use and

measurement of cannabinoids in plasma and breast milk of breastfeeding mothers. Pediatr. Res. 2021, 90, 861–868. [CrossRef]
[PubMed]

16. Wymore, E.M.; Palmer, C.; Wang, G.S.; Metz, T.D.; Bourne, D.W.A.; Sempio, C.; Bunik, M. Persistence of ∆-9-Tetrahydrocannabinol
in Human Breast Milk. JAMA Pediatr. 2021, 175, 632–634. [CrossRef] [PubMed]

17. Perez-Reyes, M.; Wall, M.E. Presence of delta9-tetrahydrocannabinol in human milk. N. Engl. J. Med. 1982, 307, 819–820.
[CrossRef]

18. Illamola, S.M.; Bucci-Rechtweg, C.; Costantine, M.M.; Tsilou, E.; Sherwin, C.M.; Zajicek, A. Inclusion of pregnant and breastfeeding
women in research—efforts and initiatives. Br. J. Clin. Pharmacol. 2018, 84, 215–222. [CrossRef]

19. Bergeria, C.L.; Heil, S.H. Surveying Lactation Professionals Regarding Marijuana Use and Breastfeeding. Breastfeed. Med. 2015, 10,
377–380. [CrossRef]

20. Larsen, L.A.; Ito, S.; Koren, G. Prediction of milk/plasma concentration ratio of drugs. Ann. Pharmacother. 2003, 37, 1299–1306.
[CrossRef] [PubMed]

21. Begg, E.J.; Atkinson, H.C. Modelling of the passage of drugs into milk. Pharmacol. Ther. 1993, 59, 301–310. [CrossRef]
22. Maharaj, A.R.; Barrett, J.S.; Edginton, A.N. A Workflow Example of PBPK Modeling to Support Pediatric Research and Develop-

ment: Case Study with Lorazepam. AAPS J. 2013, 15, 455–464. [CrossRef] [PubMed]

https://www.mdpi.com/article/10.3390/pharmaceutics15102467/s1
https://www.mdpi.com/article/10.3390/pharmaceutics15102467/s1
https://doi.org/10.1016/j.copsyc.2021.03.005
https://doi.org/10.3389/fpsyt.2020.586447
https://doi.org/10.3389/fpsyt.2023.1127660
https://doi.org/10.31887/DCNS.2020.22.3/whall
https://doi.org/10.1155/2009/596149
https://www.ncbi.nlm.nih.gov/pubmed/20130780
https://www.ncbi.nlm.nih.gov/pubmed/15794018
https://doi.org/10.1016/0024-3205(95)00203-I
https://www.ncbi.nlm.nih.gov/pubmed/3929132
https://doi.org/10.1016/0892-0362(90)90129-Z
https://www.ncbi.nlm.nih.gov/pubmed/2333069
https://doi.org/10.1016/j.lfs.2006.12.032
https://doi.org/10.1124/dmd.118.085548
https://www.ncbi.nlm.nih.gov/pubmed/30567877
https://doi.org/10.1097/AOG.0000000000002575
https://doi.org/10.3389/fphar.2022.919630
https://www.ncbi.nlm.nih.gov/pubmed/35903331
https://doi.org/10.1038/s41390-020-01332-2
https://www.ncbi.nlm.nih.gov/pubmed/33469174
https://doi.org/10.1001/jamapediatrics.2020.6098
https://www.ncbi.nlm.nih.gov/pubmed/33683306
https://doi.org/10.1056/NEJM198209233071311
https://doi.org/10.1111/bcp.13438
https://doi.org/10.1089/bfm.2015.0051
https://doi.org/10.1345/aph.1C379
https://www.ncbi.nlm.nih.gov/pubmed/12921514
https://doi.org/10.1016/0163-7258(93)90072-L
https://doi.org/10.1208/s12248-013-9451-0
https://www.ncbi.nlm.nih.gov/pubmed/23344790


Pharmaceutics 2023, 15, 2467 25 of 28

23. Verscheijden, L.F.M.; Koenderink, J.B.; Johnson, T.N.; de Wildt, S.N.; Russel, F.G.M. Physiologically-based pharmacokinetic
models for children: Starting to reach maturation? Pharmacol. Ther. 2020, 211, 107541. [CrossRef] [PubMed]

24. Lu, Z.; Sun, X.-g.; Mao, S.; Budoff, M.J.; Stringer, W.W.; Ge, W.; Li, H.; Huang, J.; Liu, F.; Hu, S. Normal reference values and
predict equations of heart function. Zhongguo Ying Yong Sheng Li Xue Za Zhi 2015, 31, 332–336.

25. Boer, P. Estimated lean body mass as an index for normalization of body fluid volumes in humans. Am. J. Physiol. 1984, 247,
F632–F636. [CrossRef] [PubMed]

26. Valentin, J. Basic anatomical and physiological data for use in radiological protection: Reference values: ICRP Publication 89:
Approved by the Commission in September 2001. Ann ICRP 2002, 32, 1–277. [CrossRef]

27. Kyle, U.G.; Genton, L.; Slosman, D.O.; Pichard, C. Fat-free and fat mass percentiles in 5225 healthy subjects aged 15 to 98 years.
Nutrition 2001, 17, 534–541. [CrossRef]

28. Martin, A.D.; Daniel, M.Z.; Drinkwater, D.T.; Clarys, J.P. Adipose tissue density, estimated adipose lipid fraction and whole body
adiposity in male cadavers. Int. J. Obes. Relat. Metab. Disord. 1994, 18, 79–83. [CrossRef] [PubMed]

29. Thomas, L.W. The Chemical Composition of Adipose Tissue of Man and Mice. Q. J. Exp. Physiol. Cogn. Med. Sci. 1962, 47, 179–188.
[CrossRef]

30. Kotronen, A.; Seppänen-Laakso, T.; Westerbacka, J.; Kiviluoto, T.; Arola, J.; Ruskeepää, A.-L.; Yki-Järvinen, H.; Oresic, M.
Comparison of lipid and fatty acid composition of the liver, subcutaneous and intra-abdominal adipose tissue, and serum. Obesity
2010, 18, 937–944. [CrossRef]

31. Poulin, P.; Theil, F.-P. Prediction of pharmacokinetics prior to in vivo studies. 1. Mechanism-based prediction of volume of
distribution. J. Pharm. Sci. 2002, 91, 129–156. [CrossRef]

32. Meema, H.E.; Meema, S. Compact bone mineral density of the normal human radius. Acta Radiol. Oncol. Radiat. Phys. Biol. 1978,
17, 342–352. [CrossRef]

33. Nadler, S.B.; Hidalgo, J.H.; Bloch, T. Prediction of blood volume in normal human adults. Surgery 1962, 51, 224–232.
34. Sharma, R.; Sharma, S. Physiology, Blood Volume. In StatPearls; StatPearls Publishing: Treasure Island, FL, USA, 2023.
35. Gelman, S. Venous function and central venous pressure: A physiologic story. Anesthesiology 2008, 108, 735–748. [CrossRef]
36. Keys, A.; Fidanza, F.; Karvonen, M.J.; Kimura, N.; Taylor, H.L. Indices of relative weight and obesity. J. Chronic Dis. 1972, 25,

329–343. [CrossRef]
37. ElSohly, M.A.; Mehmedic, Z.; Foster, S.; Gon, C.; Chandra, S.; Church, J.C. Changes in Cannabis Potency over the Last Two

Decades (1995–2014)—Analysis of Current Data in the United States. Biol. Psychiatry 2016, 79, 613. [CrossRef] [PubMed]
38. Ridgeway, G.; Kilmer, B. Bayesian inference for the distribution of grams of marijuana in a joint. Drug Alcohol. Depend. 2016, 165,

175–180. [CrossRef] [PubMed]
39. PubChem. 6,6,9-Trimethyl-3-pentyl-6a,7,8,10a-tetrahydrobenzo[c]chromen-1-ol. Available online: https://pubchem.ncbi.nlm.

nih.gov/compound/2978 (accessed on 19 June 2023).
40. Thomas, B.F.; Compton, D.R.; Martin, B.R. Characterization of the lipophilicity of natural and synthetic analogs of delta

9-tetrahydrocannabinol and its relationship to pharmacological potency. J. Pharmacol. Exp. Ther. 1990, 255, 624–630.
41. Giroud, C.; Ménétrey, A.; Augsburger, M.; Buclin, T.; Sanchez-Mazas, P.; Mangin, P. ∆9-THC, 11-OH-∆9-THC and ∆9-THCCOOH

plasma or serum to whole blood concentrations distribution ratios in blood samples taken from living and dead people. Forensic
Sci. Int. 2001, 123, 159–164. [CrossRef] [PubMed]

42. Sharma, P.; Murthy, P.; Bharath, M.M.S. Chemistry, Metabolism, and Toxicology of Cannabis: Clinical Implications. Iran. J.
Psychiatry 2012, 7, 149–156.

43. Patilea-Vrana, G.I.; Unadkat, J.D. Development and Verification of a Linked ∆9-THC/11-OH-THC Physiologically Based
Pharmacokinetic Model in Healthy, Nonpregnant Population and Extrapolation to Pregnant Women. Drug Metab. Dispos. 2021,
49, 509–520. [CrossRef]

44. Patilea-Vrana, G.I.; Unadkat, J.D. Quantifying Hepatic Enzyme Kinetics of (-)-∆9-Tetrahydrocannabinol (THC) and Its Psychoac-
tive Metabolite, 11-OH-THC, through In Vitro Modeling. Drug Metab. Dispos. 2019, 47, 743–752. [CrossRef] [PubMed]

45. Zhu, H.-J.; Wang, J.-S.; Markowitz, J.S.; Donovan, J.L.; Gibson, B.B.; Gefroh, H.A.; DeVane, C.L. Characterization of P-glycoprotein
Inhibition by Major Cannabinoids from Marijuana. J. Pharmacol. Exp. Ther. 2006, 317, 850–857. [CrossRef] [PubMed]

46. Hiller, F.C.; Wilson, F.J.; Mazumder, M.K.; Wilson, J.D.; Bone, R.C. Concentration and particle size distribution in smoke from
marijuana cigarettes with different ∆9-tetrahydrocannabinol content. Fundam. Appl. Toxicol. 1984, 4, 451–454. [CrossRef]
[PubMed]

47. Johnson, T.J.; Olfert, J.S.; Yurteri, C.U.; Cabot, R.; McAughey, J. Hygroscopic effects on the mobility and mass of cigarette smoke
particles. J. Aerosol Sci. 2015, 86, 69–78. [CrossRef]

48. Berezhkovskiy, L.M. Volume of distribution at steady state for a linear pharmacokinetic system with peripheral elimination. J.
Pharm. Sci. 2004, 93, 1628–1640. [CrossRef] [PubMed]

49. Citti, C.; Linciano, P.; Russo, F.; Luongo, L.; Iannotta, M.; Maione, S.; Laganà, A.; Capriotti, A.L.; Forni, F.; Vandelli, M.A.;
et al. A novel phytocannabinoid isolated from Cannabis sativa L. with an in vivo cannabimimetic activity higher than ∆9-
tetrahydrocannabinol: ∆9-Tetrahydrocannabiphorol. Sci. Rep. 2019, 9, 20335. [CrossRef] [PubMed]

50. Stott, C.G.; White, L.; Wright, S.; Wilbraham, D.; Guy, G.W. A phase I study to assess the single and multiple dose pharmacokinetics
of THC/CBD oromucosal spray. Eur. J. Clin. Pharmacol. 2013, 69, 1135–1147. [CrossRef] [PubMed]

https://doi.org/10.1016/j.pharmthera.2020.107541
https://www.ncbi.nlm.nih.gov/pubmed/32246949
https://doi.org/10.1152/ajprenal.1984.247.4.F632
https://www.ncbi.nlm.nih.gov/pubmed/6496691
https://doi.org/10.1016/S0146-6453(03)00002-2
https://doi.org/10.1016/S0899-9007(01)00555-X
https://doi.org/10.1249/00005768-199305001-00029
https://www.ncbi.nlm.nih.gov/pubmed/8148928
https://doi.org/10.1113/expphysiol.1962.sp001589
https://doi.org/10.1038/oby.2009.326
https://doi.org/10.1002/jps.10005
https://doi.org/10.3109/02841867809127938
https://doi.org/10.1097/ALN.0b013e3181672607
https://doi.org/10.1016/0021-9681(72)90027-6
https://doi.org/10.1016/j.biopsych.2016.01.004
https://www.ncbi.nlm.nih.gov/pubmed/26903403
https://doi.org/10.1016/j.drugalcdep.2016.06.004
https://www.ncbi.nlm.nih.gov/pubmed/27346327
https://pubchem.ncbi.nlm.nih.gov/compound/2978
https://pubchem.ncbi.nlm.nih.gov/compound/2978
https://doi.org/10.1016/S0379-0738(01)00538-2
https://www.ncbi.nlm.nih.gov/pubmed/11728742
https://doi.org/10.1124/dmd.120.000322
https://doi.org/10.1124/dmd.119.086470
https://www.ncbi.nlm.nih.gov/pubmed/31048453
https://doi.org/10.1124/jpet.105.098541
https://www.ncbi.nlm.nih.gov/pubmed/16439618
https://doi.org/10.1016/0272-0590(84)90202-1
https://www.ncbi.nlm.nih.gov/pubmed/6086435
https://doi.org/10.1016/j.jaerosci.2015.04.005
https://doi.org/10.1002/jps.20073
https://www.ncbi.nlm.nih.gov/pubmed/15124219
https://doi.org/10.1038/s41598-019-56785-1
https://www.ncbi.nlm.nih.gov/pubmed/31889124
https://doi.org/10.1007/s00228-012-1441-0
https://www.ncbi.nlm.nih.gov/pubmed/23179176


Pharmaceutics 2023, 15, 2467 26 of 28

51. Sachse-Seeboth, C.; Pfeil, J.; Sehrt, D.; Meineke, I.; Tzvetkov, M.; Bruns, E.; Poser, W.; Vormfelde, S.V.; Brockmöller, J. Interindi-
vidual variation in the pharmacokinetics of Delta9-tetrahydrocannabinol as related to genetic polymorphisms in CYP2C9. Clin.
Pharmacol. Ther. 2009, 85, 273–276. [CrossRef]

52. Ladumor, M.K.; Unadkat, J.D. Predicting Regional Respiratory Tissue and Systemic Concentrations of Orally Inhaled Drugs
through a Novel PBPK Model. Drug Metab. Dispos. 2022, 50, 519–528. [CrossRef]

53. Hartung, N.; Borghardt, J.M. A mechanistic framework for a priori pharmacokinetic predictions of orally inhaled drugs. PLoS
Comput. Biol. 2020, 16, e1008466. [CrossRef]

54. Hintz, R.J.; Johnson, K.C. The effect of particle size distribution on dissolution rate and oral absorption. Int. J. Pharm. 1989, 51,
9–17. [CrossRef]

55. Brillault, J.; De Castro, W.V.; Couet, W. Relative Contributions of Active Mediated Transport and Passive Diffusion of Fluoro-
quinolones with Various Lipophilicities in a Calu-3 Lung Epithelial Cell Model. Antimicrob. Agents Chemother. 2010, 54, 543–545.
[CrossRef]

56. Stabin, M.G.; Breitz, H.B. Breast milk excretion of radiopharmaceuticals: Mechanisms, findings, and radiation dosimetry. J. Nucl.
Med. 2000, 41, 863–873.

57. Fleishaker, J.C.; Desai, N.; McNamara, P.J. Factors affecting the milk-to-plasma drug concentration ratio in lactating women:
Physical interactions with protein and fat. J. Pharm. Sci. 1987, 76, 189–193. [CrossRef] [PubMed]

58. Koshimichi, H.; Ito, K.; Hisaka, A.; Honma, M.; Suzuki, H. Analysis and prediction of drug transfer into human milk taking
into consideration secretion and reuptake clearances across the mammary epithelia. Drug Metab. Dispos. 2011, 39, 2370–2380.
[CrossRef] [PubMed]

59. Kent, J.C.; Mitoulas, L.; Cox, D.B.; Owens, R.A.; Hartmann, P.E. Breast volume and milk production during extended lactation in
women. Exp. Physiol. 1999, 84, 435–447. [CrossRef] [PubMed]

60. Vandeweyer, E.; Hertens, D. Quantification of glands and fat in breast tissue: An experimental determination. Ann. Anat. 2002,
184, 181–184. [CrossRef]

61. Swinford, A.E.; Adler, D.D.; Garver, K.A. Mammographic appearance of the breasts during pregnancy and lactation: False
assumptions. Acad. Radiol. 1998, 5, 467–472. [CrossRef] [PubMed]

62. Abduljalil, K.; Pansari, A.; Ning, J.; Jamei, M. Prediction of drug concentrations in milk during breastfeeding, integrating
predictive algorithms within a physiologically-based pharmacokinetic model. CPT Pharmacomet. Syst. Pharmacol. 2021, 10,
878–889. [CrossRef]

63. Ansell, C.; Moore, A.; Barrie, H. Electrolyte and pH changes in Human Milk. Pediatr. Res. 1977, 11, 1177–1179. [CrossRef]
64. Allen, J.C.; Keller, R.P.; Archer, P.; Neville, M.C. Studies in human lactation: Milk composition and daily secretion rates of

macronutrients in the first year of lactation. Am. J. Clin. Nutr. 1991, 54, 69–80. [CrossRef] [PubMed]
65. Morriss, F.H.; Brewer, E.D.; Spedale, S.B.; Riddle, L.; Temple, D.M.; Caprioli, R.M.; West, M.S. Relationship of human milk pH

during course of lactation to concentrations of citrate and fatty acids. Pediatrics 1986, 78, 458–464. [CrossRef]
66. Malhotra, S.L. Effect of non-suckling on the pH of breast milk and its possible relationship with breast cancer. Postgrad. Med. J.

1982, 58, 749–752. [CrossRef]
67. Paredes, E.S.D. Atlas of Mammography; Lippincott Williams & Wilkins: Philadelphia, PA, USA, 2007; ISBN 978-0-7817-6433-9.
68. Bliznakova, K.; Bliznakov, Z.; Bravou, V.; Kolitsi, Z.; Pallikarakis, N. A three-dimensional breast software phantom for mammog-

raphy simulation. Phys. Med. Biol. 2003, 48, 3699–3719. [CrossRef]
69. Neville, M.C.; Monks, J. The Cell Biology of the Lactating Mammary Epithelium. In Encyclopedia of Reproduction, 2nd ed.; Skinner,

M.K., Ed.; Academic Press: Oxford, UK, 2018; pp. 779–785. ISBN 978-0-12-815145-7.
70. Tinning, K.; Acworth, J. Make your Best Guess: An updated method for paediatric weight estimation in emergencies. Emerg. Med.

Australas. 2007, 19, 528–534. [CrossRef] [PubMed]
71. Chang, H.P.; Kim, S.J.; Wu, D.; Shah, K.; Shah, D.K. Age-Related Changes in Pediatric Physiology: Quantitative Analysis of Organ

Weights and Blood Flows: Age-Related Changes in Pediatric Physiology. AAPS J. 2021, 23, 50. [CrossRef] [PubMed]
72. Fanali, G.; Cao, Y.; Ascenzi, P.; Trezza, V.; Rubino, T.; Parolaro, D.; Fasano, M. Binding of δ9-tetrahydrocannabinol and diazepam

to human serum albumin. IUBMB Life 2011, 63, 446–451. [CrossRef]
73. Wahlqvist, M.; Nilsson, I.M.; Sandberg, F.; Agurell, S. Binding of delta-1-tetrahydrocannabinol to human plasma proteins. Biochem.

Pharmacol. 1970, 19, 2579–2584. [CrossRef]
74. Johnson, T.N.; Rostami-Hodjegan, A.; Tucker, G.T. Prediction of the clearance of eleven drugs and associated variability in

neonates, infants and children. Clin. Pharmacokinet. 2006, 45, 931–956. [CrossRef]
75. Yim, D.-S.; Bae, S.H.; Choi, S. Predicting human pharmacokinetics from preclinical data: Clearance. Transl. Clin. Pharmacol. 2021,

29, 78–87. [CrossRef]
76. Yu, L.X.; Amidon, G.L. A compartmental absorption and transit model for estimating oral drug absorption. Int. J. Pharm. 1999,

186, 119–125. [CrossRef]
77. Rios-Leyvraz, M.; Yao, Q. The Volume of Breast Milk Intake in Infants and Young Children: A Systematic Review and Meta-

Analysis. Breastfeed. Med. 2023, 18, 188–197. [CrossRef]
78. BREASTFEEDING. In Counselling for Maternal and Newborn Health Care: A Handbook for Building Skills; World Health Organization:

Geneva, Switzerland, 2013.

https://doi.org/10.1038/clpt.2008.213
https://doi.org/10.1124/dmd.121.000789
https://doi.org/10.1371/journal.pcbi.1008466
https://doi.org/10.1016/0378-5173(89)90069-0
https://doi.org/10.1128/AAC.00733-09
https://doi.org/10.1002/jps.2600760302
https://www.ncbi.nlm.nih.gov/pubmed/3585733
https://doi.org/10.1124/dmd.111.040972
https://www.ncbi.nlm.nih.gov/pubmed/21940904
https://doi.org/10.1111/j.1469-445X.1999.01808.x
https://www.ncbi.nlm.nih.gov/pubmed/10226183
https://doi.org/10.1016/S0940-9602(02)80016-4
https://doi.org/10.1016/S1076-6332(98)80186-4
https://www.ncbi.nlm.nih.gov/pubmed/9653462
https://doi.org/10.1002/psp4.12662
https://doi.org/10.1203/00006450-197712000-00002
https://doi.org/10.1093/ajcn/54.1.69
https://www.ncbi.nlm.nih.gov/pubmed/2058590
https://doi.org/10.1542/peds.78.3.458
https://doi.org/10.1136/pgmj.58.686.749
https://doi.org/10.1088/0031-9155/48/22/006
https://doi.org/10.1111/j.1742-6723.2007.01026.x
https://www.ncbi.nlm.nih.gov/pubmed/18021105
https://doi.org/10.1208/s12248-021-00581-1
https://www.ncbi.nlm.nih.gov/pubmed/33791883
https://doi.org/10.1002/iub.466
https://doi.org/10.1016/0006-2952(70)90007-9
https://doi.org/10.2165/00003088-200645090-00005
https://doi.org/10.12793/tcp.2021.29.e12
https://doi.org/10.1016/S0378-5173(99)00147-7
https://doi.org/10.1089/bfm.2022.0281


Pharmaceutics 2023, 15, 2467 27 of 28

79. How Much and How Often to Breastfeed. Available online: https://www.cdc.gov/nutrition/infantandtoddlernutrition/
breastfeeding/how-much-and-how-often.html (accessed on 6 July 2023).

80. Abduljalil, K.; Cain, T.; Humphries, H.; Rostami-Hodjegan, A. Deciding on Success Criteria for Predictability of Pharmacokinetic
Parameters from In Vitro Studies: An Analysis Based on In Vivo Observations. Drug Metab. Dispos. 2014, 42, 1478–1484. [CrossRef]
[PubMed]

81. Poulin, P.; Jones, H.M.; Do Jones, R.; Yates, J.W.; Gibson, C.R.; Chien, J.Y.; Ring, B.J.; Adkison, K.K.; He, H.; Vuppugalla, R.; et al.
PhRMA CPCDC initiative on predictive models of human pharmacokinetics, part 1: Goals, properties of the PhRMA dataset, and
comparison with literature datasets. J. Pharm. Sci. 2011, 100, 4050–4073. [CrossRef]

82. Liu, T.; Lewis, T.; Gauda, E.; Gobburu, J.; Ivaturi, V. Mechanistic Population Pharmacokinetics of Morphine in Neonates with
Abstinence Syndrome after Oral Administration of Diluted Tincture of Opium. J. Clin. Pharmacol. 2016, 56, 1009–1018. [CrossRef]
[PubMed]

83. Ramamoorthy, A.; Bende, G.; Chow, E.C.Y.; Dimova, H.; Hartman, N.; Jean, D.; Pahwa, S.; Ren, Y.; Shukla, C.; Yang, Y.; et al.
Human radiolabeled mass balance studies supporting the FDA approval of new drugs. Clin. Transl. Sci. 2022, 15, 2567–2575.
[CrossRef] [PubMed]

84. Beaumont, C.; Young, G.C.; Cavalier, T.; Young, M.A. Methods in Clinical Pharmacology Series. Br. J. Clin. Pharmacol. 2014, 78,
1185–1200. [CrossRef] [PubMed]

85. Ohlsson, A.; Lindgren, J.E.; Wahlen, A.; Agurell, S.; Hollister, L.E.; Gillespie, H.K. Plasma delta-9 tetrahydrocannabinol concen-
trations and clinical effects after oral and intravenous administration and smoking. Clin. Pharmacol. Ther. 1980, 28, 409–416.
[CrossRef] [PubMed]

86. Lindgren, J.-E.; Ohlsson, A.; Agurell, S.; Hollister, L.; Gillespie, H. Clinical effects and plasma levels of ∆9-Tetrahydrocannabinol
(∆9-THC) in heavy and light users of cannabis. Psychopharmacology 1981, 74, 208–212. [CrossRef]

87. Kelly, P.; Jones, R.T. Metabolism of tetrahydrocannabinol in frequent and infrequent marijuana users. J. Anal. Toxicol. 1992, 16,
228–235. [CrossRef]

88. Naef, M.; Russmann, S.; Petersen-Felix, S.; Brenneisen, R. Development and pharmacokinetic characterization of pulmonal and
intravenous delta-9-tetrahydrocannabinol (THC) in humans. J. Pharm. Sci. 2004, 93, 1176–1184. [CrossRef] [PubMed]

89. Morrison, P.D.; Zois, V.; McKeown, D.A.; Lee, T.D.; Holt, D.W.; Powell, J.F.; Kapur, S.; Murray, R.M. The acute effects of synthetic
intravenous Delta9-tetrahydrocannabinol on psychosis, mood and cognitive functioning. Psychol. Med. 2009, 39, 1607–1616.
[CrossRef]

90. Barkus, E.; Morrison, P.D.; Vuletic, D.; Dickson, J.C.; Ell, P.J.; Pilowsky, L.S.; Brenneisen, R.; Holt, D.W.; Powell, J.; Kapur, S.; et al.
Does intravenous ∆9-tetrahydrocannabinol increase dopamine release? A SPET study. J. Psychopharmacol. 2011, 25, 1462–1468.
[CrossRef] [PubMed]

91. Meyer, P.; Langos, M.; Brenneisen, R. Human Pharmacokinetics and Adverse Effects of Pulmonary and Intravenous THC-CBD
Formulations. Med. Cannabis Cannabinoids 2018, 1, 36–43. [CrossRef]

92. Huestis, M.A.; Henningfield, J.E.; Cone, E.J. Blood cannabinoids. I. Absorption of THC and formation of 11-OH-THC and
THCCOOH during and after smoking marijuana. J. Anal. Toxicol. 1992, 16, 276–282. [CrossRef]

93. Abrams, D.I.; Vizoso, H.P.; Shade, S.B.; Jay, C.; Kelly, M.E.; Benowitz, N.L. Vaporization as a smokeless cannabis delivery system:
A pilot study. Clin. Pharmacol. Ther. 2007, 82, 572–578. [CrossRef] [PubMed]

94. Toennes, S.W.; Ramaekers, J.G.; Theunissen, E.L.; Moeller, M.R.; Kauert, G.F. Comparison of Cannabinoid Pharmacokinetic
Properties in Occasional and Heavy Users Smoking a Marijuana or Placebo Joint. J. Anal. Toxicol. 2008, 32, 470–477. [CrossRef]

95. Hunault, C.C.; Mensinga, T.T.; de Vries, I.; Kelholt-Dijkman, H.H.; Hoek, J.; Kruidenier, M.; Leenders, M.E.C.; Meulenbelt, J.
Delta-9-tetrahydrocannabinol (THC) serum concentrations and pharmacological effects in males after smoking a combination of
tobacco and cannabis containing up to 69 mg THC. Psychopharmacology 2008, 201, 171–181. [CrossRef] [PubMed]

96. Toennes, S.W.; Schneider, K.; Kauert, G.F.; Wunder, C.; Moeller, M.R.; Theunissen, E.L.; Ramaekers, J.G. Influence of ethanol on
cannabinoid pharmacokinetic parameters in chronic users. Anal. Bioanal. Chem. 2011, 400, 145–152. [CrossRef]

97. Hunault, C.C.; Böcker, K.B.E.; Stellato, R.K.; Kenemans, J.L.; de Vries, I.; Meulenbelt, J. Acute subjective effects after smoking joints
containing up to 69 mg ∆9-tetrahydrocannabinol in recreational users: A randomized, crossover clinical trial. Psychopharmacology
2014, 231, 4723–4733. [CrossRef]

98. Bertrand, K.A.; Hanan, N.J.; Honerkamp-Smith, G.; Best, B.M.; Chambers, C.D. Marijuana Use by Breastfeeding Mothers and
Cannabinoid Concentrations in Breast Milk. Pediatrics 2018, 142, e20181076. [CrossRef] [PubMed]

99. Wall, M.E.; Sadler, B.M.; Brine, D.; Taylor, H.; Perez-Reyes, M. Metabolism, disposition, and kinetics of delta-9-tetrahydrocannabinol
in men and women. Clin. Pharmacol. Ther. 1983, 34, 352–363. [CrossRef] [PubMed]

100. Hunt, C.A.; Jones, R.T. Tolerance and disposition of tetrahydrocannabinol in man. J. Pharmacol. Exp. Ther. 1980, 215, 35–44.
101. Lemberger, L.; Tamarkin, N.R.; Axelrod, J.; Kopin, I.J. Delta-9-tetrahydrocannabinol: Metabolism and disposition in long-term

marihuana smokers. Science 1971, 173, 72–74. [CrossRef]
102. Huestis, M.A.; Smith, M.L. Cannabinoid Pharmacokinetics and Disposition in Alternative Matrices. In Handbook of Cannabis;

Pertwee, R., Ed.; Oxford University Press: Oxford, UK, 2014; p. 303. ISBN 978-0-19-966268-5.
103. Wall, M.E.; Perez-Reyes, M. The metabolism of delta 9-tetrahydrocannabinol and related cannabinoids in man. J. Clin. Pharmacol.

1981, 21, 178S–189S. [CrossRef] [PubMed]

https://www.cdc.gov/nutrition/infantandtoddlernutrition/breastfeeding/how-much-and-how-often.html
https://www.cdc.gov/nutrition/infantandtoddlernutrition/breastfeeding/how-much-and-how-often.html
https://doi.org/10.1124/dmd.114.058099
https://www.ncbi.nlm.nih.gov/pubmed/24989891
https://doi.org/10.1002/jps.22554
https://doi.org/10.1002/jcph.696
https://www.ncbi.nlm.nih.gov/pubmed/26712409
https://doi.org/10.1111/cts.13403
https://www.ncbi.nlm.nih.gov/pubmed/36066467
https://doi.org/10.1111/bcp.12468
https://www.ncbi.nlm.nih.gov/pubmed/25041729
https://doi.org/10.1038/clpt.1980.181
https://www.ncbi.nlm.nih.gov/pubmed/6250760
https://doi.org/10.1007/BF00427095
https://doi.org/10.1093/jat/16.4.228
https://doi.org/10.1002/jps.20037
https://www.ncbi.nlm.nih.gov/pubmed/15067694
https://doi.org/10.1017/S0033291709005522
https://doi.org/10.1177/0269881110382465
https://www.ncbi.nlm.nih.gov/pubmed/20851843
https://doi.org/10.1159/000489034
https://doi.org/10.1093/jat/16.5.276
https://doi.org/10.1038/sj.clpt.6100200
https://www.ncbi.nlm.nih.gov/pubmed/17429350
https://doi.org/10.1093/jat/32.7.470
https://doi.org/10.1007/s00213-008-1260-2
https://www.ncbi.nlm.nih.gov/pubmed/18695931
https://doi.org/10.1007/s00216-010-4449-2
https://doi.org/10.1007/s00213-014-3630-2
https://doi.org/10.1542/peds.2018-1076
https://www.ncbi.nlm.nih.gov/pubmed/30150212
https://doi.org/10.1038/clpt.1983.179
https://www.ncbi.nlm.nih.gov/pubmed/6309462
https://doi.org/10.1126/science.173.3991.72
https://doi.org/10.1002/j.1552-4604.1981.tb02594.x
https://www.ncbi.nlm.nih.gov/pubmed/6271823


Pharmaceutics 2023, 15, 2467 28 of 28

104. Boggs, D.L.; Nguyen, J.D.; Morgenson, D.; Taffe, M.A.; Ranganathan, M. Clinical and Preclinical Evidence for Functional
Interactions of Cannabidiol and ∆9-Tetrahydrocannabinol. Neuropsychopharmacology 2018, 43, 142–154. [CrossRef] [PubMed]

105. McClure, E.A.; Stitzer, M.L.; Vandrey, R. Characterizing smoking topography of cannabis in heavy users. Psychopharmacol 2012,
220, 309–318. [CrossRef]

106. Zacny, J.P.; Stitzer, M.L. Human Smoking Pattern. In Smoking and Tobacco Control Monograph No. 7; US National Cancer Institute:
Bethesda, MD, USA, 1996; pp. 151–155.

107. Zitkute, V.; Snieckuviene, V.; Zakareviciene, J.; Pestenyte, A.; Jakaite, V.; Ramasauskaite, D. Reasons for Breastfeeding Cessation
in the First Year after Childbirth in Lithuania: A Prospective Cohort Study. Medicina 2020, 56, 226. [CrossRef]

108. Klumpers, L.E.; Beumer, T.L.; van Hasselt, J.G.C.; Lipplaa, A.; Karger, L.B.; Kleinloog, H.D.; Freijer, J.I.; de Kam, M.L.; van Gerven,
J.M.A. Novel ∆9-tetrahydrocannabinol formulation Namisol®has beneficial pharmacokinetics and promising pharmacodynamic
effects. Br. J. Clin. Pharmacol. 2012, 74, 42–53. [CrossRef]

109. Calvier, E.A.M.; Krekels, E.H.J.; Välitalo, P.A.J.; Rostami-Hodjegan, A.; Tibboel, D.; Danhof, M.; Knibbe, C.A.J. Allometric Scaling
of Clearance in Paediatric Patients: When Does the Magic of 0.75 Fade? Clin. Pharmacokinet. 2017, 56, 273–285. [CrossRef]
[PubMed]

110. Germovsek, E.; Barker, C.I.S.; Sharland, M.; Standing, J.F. Scaling clearance in paediatric pharmacokinetics: All models are wrong,
which are useful? Br. J. Clin. Pharmacol. 2017, 83, 777–790. [CrossRef] [PubMed]

111. Nauwelaerts, N.; Macente, J.; Deferm, N.; Bonan, R.H.; Huang, M.-C.; Van Neste, M.; Bibi, D.; Badee, J.; Martins, F.S.; Smits,
A.; et al. Generic Workflow to Predict Medicine Concentrations in Human Milk Using Physiologically-Based Pharmacokinetic
(PBPK) Modelling—A Contribution from the ConcePTION Project. Pharmaceutics 2023, 15, 1469. [CrossRef] [PubMed]

112. Abduljalil, K.; Gardner, I.; Jamei, M. Application of a Physiologically Based Pharmacokinetic Approach to Predict Theophylline
Pharmacokinetics Using Virtual Non-Pregnant, Pregnant, Fetal, Breast-Feeding, and Neonatal Populations. Front. Pediatr. 2022,
10, 840710. [CrossRef] [PubMed]

113. Methaneethorn, J.; Poomsaidorn, C.; Naosang, K.; Kaewworasut, P.; Lohitnavy, M. A ∆9-Tetrahydrocannabinol Physiologically-
Based Pharmacokinetic Model Development in Humans. Eur. J. Drug Metab. Pharmacokinet. 2020, 45, 495–511. [CrossRef]

114. Zhu, L.; Pei, W.; DiCiano, P.; Brands, B.; Wickens, C.M.; Foll, B.L.; Kwong, B.; Parashar, M.; Sivananthan, A.; Mahadevan, R.
Physiologically-based pharmacokinetic model for predicting blood and tissue tetrahydrocannabinol concentrations. Comput.
Chem. Eng. 2021, 154, 107461. [CrossRef]

115. Gray, T.R.; Eiden, R.D.; Leonard, K.E.; Connors, G.J.; Shisler, S.; Huestis, M.A. Identifying Prenatal Cannabis Exposure and Effects
of Concurrent Tobacco Exposure on Neonatal Growth. Clin. Chem. 2010, 56, 1442–1450. [CrossRef]

116. Jensen, T.L.; Wu, F.; McMillin, G.A. Detection of in utero Exposure to Cannabis in Paired Umbilical Cord Tissue and Meconium
by Liquid Chromatography-Tandem Mass Spectrometry. Clin. Mass. Spectrom. 2019, 14 Pt B, 115–123. [CrossRef]

117. Guidet, C.; Gregoire, M.; Le Dreau, A.; Vrignaud, B.; Deslandes, G.; Monteil-Ganière, C. Cannabis intoxication after accidental
ingestion in infants: Urine and plasma concentrations of ∆-9-tetrahydrocannabinol (THC), THC-COOH and 11-OH-THC in 10
patients. Clin. Toxicol. 2020, 58, 421–423. [CrossRef]

118. Molly, C.; Mory, O.; Basset, T.; Patural, H. [Acute cannabis poisoning in a 10-month-old infant]. Arch. Pediatr. 2012, 19, 729–732.
[CrossRef]

119. Schlienz, N.J.; Spindle, T.R.; Cone, E.J.; Herrmann, E.S.; Bigelow, G.E.; Mitchell, J.M.; Flegel, R.; LoDico, C.; Vandrey, R.
Pharmacodynamic dose effects of oral cannabis ingestion in healthy adults who infrequently use cannabis. Drug Alcohol. Depend.
2020, 211, 107969. [CrossRef]

120. Hartman, R.L.; Huestis, M.A. Cannabis Effects on Driving Skills. Clin. Chem. 2013, 59, 478–492. [CrossRef] [PubMed]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.

https://doi.org/10.1038/npp.2017.209
https://www.ncbi.nlm.nih.gov/pubmed/28875990
https://doi.org/10.1007/s00213-011-2480-4
https://doi.org/10.3390/medicina56050226
https://doi.org/10.1111/j.1365-2125.2012.04164.x
https://doi.org/10.1007/s40262-016-0436-x
https://www.ncbi.nlm.nih.gov/pubmed/27510367
https://doi.org/10.1111/bcp.13160
https://www.ncbi.nlm.nih.gov/pubmed/27767204
https://doi.org/10.3390/pharmaceutics15051469
https://www.ncbi.nlm.nih.gov/pubmed/37242712
https://doi.org/10.3389/fped.2022.840710
https://www.ncbi.nlm.nih.gov/pubmed/35652056
https://doi.org/10.1007/s13318-020-00617-5
https://doi.org/10.1016/j.compchemeng.2021.107461
https://doi.org/10.1373/clinchem.2010.147876
https://doi.org/10.1016/j.clinms.2019.01.002
https://doi.org/10.1080/15563650.2019.1655569
https://doi.org/10.1016/j.arcped.2012.04.018
https://doi.org/10.1016/j.drugalcdep.2020.107969
https://doi.org/10.1373/clinchem.2012.194381
https://www.ncbi.nlm.nih.gov/pubmed/23220273

	Introduction 
	Materials and Methods 
	PBPK Model Development Workflow 
	PBPK Model Development 
	General Model Structure 
	Base Model: Intravenous PBPK Model 
	Base Model Expansion: Inhalation PBPK Model 
	Base Model Expansion: Lactation PBPK Model 
	Base Model Reduction: Infant Oral PBPK Model 
	Model Training, Verification, and Simulation 
	Sensitivity Analysis 


	Results 
	Observed Data for PBPK Model Development 
	PBPK Model Training and Verification 
	Intravenous PBPK Model 
	Inhalation PBPK Model 
	Lactation PBPK Model 
	Infant Oral PBPK Model 
	Simulations 
	Sensitivity Analysis 


	Discussion 
	Conclusions 
	References

