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Abstract: Adenosine triphosphate binding cassette (ABC) transporters are a broad family of mem-
brane protein complexes that use energy to transport molecules across cells and/or intracellular
organelle lipid membranes. Many drugs used to treat cardiac diseases have an affinity for these
transporters. Among others, P-glycoprotein (P-gp) plays an essential role in regulating drug concen-
trations that reach cardiac tissue and therefore contribute to cardiotoxicity. As a molecular imaging
modality, positron emission tomography (PET) has emerged as a viable technique to investigate the
function of P-gp in organs and tissues. Using PET imaging to evaluate cardiac P-gp function provides
new insights for drug development and improves the precise use of medications. Nevertheless,
information in this field is limited. In this review, we aim to examine the current applications of ABC
transporter PET imaging and its tracers in the heart, with a specific emphasis on P-gp. Furthermore,
the opportunities and challenges in this novel field will be discussed.
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1. Introduction

Adenosine triphosphate binding cassette (ABC) transporters are a diverse group
of membrane protein complexes that use ATP hydrolysis energy to transport chemicals
across cells and other biological membranes [1]. In humans, 49 ABC transporters have
been discovered. They transport a variety of compounds including proteins, lipids, and
drugs [2,3], and serve an important function in protecting organs such as the intestines,
liver, brain, eyes, testicles, and heart against hazardous chemicals [4].

Recently, interest in ABC transporters and cardiology has been increasing [5-7]. Re-
searchers have discovered their expression in the heart, including ABCB1 (P-glycoprotein,
P-gp, multidrug-resistant transporter, MDR1) [8,9], ABCC5 (multidrug resistance proteins
5, MRP5) [10], and ABCG2 (breast cancer resistance protein, BCRP) [11]. They act as a func-
tional barrier between the blood and other cells within the heart, such as cardiomyocytes
and myofibroblasts, limiting medication and the entry of foreign substances into the heart.

ABCB1(P-gp) is one of the most essential efflux transporters [12]. Many commonly
employed cardiovascular pharmaceuticals, such as (3-blockers, cardiac glycosides, and
Ca?* channel blockers, are transported by P-gp and are known as P-gp substrates. P-gp
transports these substrates, and any changes in P-gp function can impact the bioavailability
of these pharmaceuticals. When P-gp function is reduced, there is a potential for (toxic) drug
accumulation within the heart tissue. This increased concentration of drugs in the cardiac
tissue may cause a decline in cardiac function, a phenomenon referred to as cardiotoxicity.
For example, doxorubicin is a P-gp substrate that has been shown to accumulate in the
hearts of mice lacking P-gp and cause dose-dependent heart failure in cancer patients [13,14].
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When P-gp function is induced or activated, less of a drug may be available at the target
organ, making the drug less effective. Therefore, the evaluation of P-gp function through
imaging techniques may be crucial for the avoidance of cardiotoxicity in drug interactions
and might play an important role in personalized medicine [15,16].

Assessment of cardiac ABC transporters in vivo may benefit the study of drug avail-
ability in therapy, and guide and predict effective treatment in clinical practice. Currently,
the expression of ABC transporters in the heart tissue is studied primarily in vitro, using
reverse transcription polymerase chain reaction (RT-PCR), immunohistochemistry, and
Western blot [17]. Additionally, some studies have demonstrated alterations in the func-
tion and variations in expression of ABC transporters in the heart. The function of ABC
transporters can be affected by inhibitors or inducers, or in some pathological situations,
including dilated and ischemic cardiomyopathy [18,19]. It is evident that in vivo measure-
ments using molecular imaging of the living heart can be beneficial since they provide
real-time, non-invasive quantitative and functional information.

Positron emission tomography (PET) is a powerful imaging technique that uses
components labeled with radionuclides, known as radiopharmaceuticals or radiotrac-
ers, to scan and measure biochemical processes in vivo [20]. The technique makes it
possible to image and quantify, in vivo, sensitively, and non-invasively biochemical and
(patho)physiological processes. Additionally, functional P-gp at the blood-brain barrier
(BBB) has been effectively studied using PET tracers such as [nC]Verapamﬂ, [\8FIMC225,
and [!!C]metoclopramide [21,22]. Therefore, employing PET imaging to assess cardiac P-gp
will offer valuable insights for drug development and enhance the precision of medication
usage. However, the current understanding of this area is limited. This review aims to
explore the current applications of ABC transporter PET imaging, specifically focusing on
P-gp in the heart. Additionally, we will discuss the opportunities and challenges in this
evolving field.

2. ABC Transporters of the Heart
2.1. ABC Transporters

ABC transporters are membrane proteins that facilitate a variety of ATP-driven trans-
port activities and typically consist of a pair of nucleotide-binding domains (NBDs) and
two transmembrane domains (TMDs). The TMDs are responsible for substrate specificity,
while the NBDs exhibit a high degree of conservation across various ABC transporters.
Positioned in the cytoplasm, the NBDs play a key role in transferring energy to facilitate the
transport of the substrate across the membrane [23,24]. In 1976, Juliano et al. [25], through
surface labeling studies, found a 170 K Daltons cell surface glycoprotein in the plasma
membrane of ovary cells in colchicine-resistant Chinese hamsters. They designated it the
P-glycoprotein (P-gp), which is the first ABC transporter. There are currently 49 human
ABC transporters known and have been classified into seven subfamilies (ABCA-ABCG),
according to sequence homology, domain structure, and functional similarity [24]. In
addition to simple sugars, fatty acids, nucleosides, and amino acids, they also assist in the
active transport of complex polysaccharides, lipids, oligonucleotides, and proteins [24].
ABC transporters demonstrate expression in various tissues and organs such as the liver,
intestine, kidney, heart, and brain. They play crucial roles in drug absorption, distribution,
and excretion, and are associated with many human diseases, such as deficiencies in sterol
transport deficiencies, and mitochondrial iron homeostasis [23].

2.2. ABC Transporter Families in Cardiac Tissue

Many studies have demonstrated how ABC transporters are expressed in the
heart [11,17,18,26] and how they facilitate the transport of additional substrates from the
heart to plasma. Table 1 summarizes the expression and functionality of these transporters,
as well as diseases caused by changes in the transporters.

In brief, ABCB1(P-gp), ABCC1(MRP1), and ABCG2 (BCRP) serve as defense mechanisms
against anthracyclines, mitoxantrone, and other cardiotoxic drugs in the heart [11,18,27].
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ABCAL, 2, 5, 8-10, and ABCG1 promote the excretion of excess intracellular choles-
terol and phospholipids, and the production of high-density lipoprotein (HDL) [7,28-36].
Disorders in lipoprotein metabolism can contribute to the deposition of fatty substances in
medium and large arteries, thereby causing atherosclerosis and potential vascular obstruc-
tion resulting in brain or cardiac infarction [37]. Coronary heart disease (CHD) negatively
influences heart function when blood flow in the coronary arteries is reduced or blocked as
a result of obstructive atherosclerosis [38].

ABCCS5 serves as an efflux pump for cyclic nucleotides, particularly 3',5'-cyclic guano-
sine monophosphate (cGMP). This molecule holds significant importance as one of the
primary second messengers pivotal in the regulation of cardiac contractility and electro-
physiology [26]. ABCCS5 is found in cardiomyocytes as well as endothelial cells, and
its expression is enhanced in ischemic cardiomyopathy, which is defined as systolic left
ventricular failure in the presence of obstructive coronary artery disease. As a result,
ABCC5-mediated cellular export might be a unique, disease-dependent mechanism for
c¢GMP removal from cardiac cells.

ABCC8 and ABCC9 are vital components of the ATP-sensitive potassium (Katp)
channels in the heart [39-41]. These Katp channels serve as unique cellular energy sensors,

safeguarding cardiomyocytes, particularly during conditions such as ischemia [42].

Table 1. Overview of ABC transporters expressed in heart tissue.

Expression Function Disease Ref.
Mediate nascent HDL biogenesis .. .
Macrophages in and allow for the excretion of excess Dyslipidemia;
ABCA1 . . Atherosclerosis; Coronary [7,28,29]
(coronary) arteries intracellular cholesterol .
.. heart disease
and phospholipids
ABCA2 Heart; monocytes and A sterol transporter maintains Atherosclerosis; [35,36]
macrophages homeostatic levels of cholesterol. Alzheimer’s disease o
Macrophages m A macrophage cholesterol efflux. Atheroscleros.l s; Coronary [31,43]
(coronary) arteries heart disease
ABCA5 Involved in the processin Lysosomal diseases in
Cardiomyocytes P & heart; Dilated [44]
of autolysosome. .
cardiomyopathy
ABCAS Heart; macrophages Cholesterol efﬂux and HDL Atheroscleros.w; Coronary [32-34]
transshipment. heart disease
Works in macrophage lipid
ABCA9 Heart; macrophages homeostasis and monocyte [45]
differentiation.
ABCA10 Heart; macrophages Serve functions in lipid trafficking. [46]
Endothelial cells in Acts as an effective barrier between
ABCB1 (P-gp, s the blood and the cardiac myocytes. . .
MDR1) caplllar}es and Shields heart tissue from the cardiac Dilated cardiomyopathy [8,9,18]
arterioles - -
toxicity of some medicines.
Heart; inner . Myocardial
ABCB10 mitochondrial . Affects herr'le synthesis and. ischemia/reperfusion [47,48]
mitochondrial iron transportation. ..
membrane injury
Fa'cﬂltates the transport of Anthracycline-induced
. conjugates and hydrophobic . o
ABCC1 Heart; vascular cardiotoxicity;
. substances; controls vascular . [27,49]
(MRP1) endothelial cells . - Hypertension;
endothelial homeostasis and .
Atherogenesis

blood pressure.
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Table 1. Cont.
Expression Function Disease Ref.
Cardiomyocytes; An organic anion export pump Ischemic and dilated
ABCCS (MRPS) vascular removes cGMP from cardiac cells. cardiomyopathy [18,26]
. . . . Myocardial
ABCCS (SUR1) Cardiac atrial Kapp Functlo.n'al role in s'arcolemma ischemia/ reperfusion [41,50]
channels ATP-sensitive potassium channels. L
injury
. . Essential element of the sarcolemma . .
ABCC9 (SUR2) Cardiac ventricular K s1p channel in cardiac Dilated cz?rdlomyopathy, [39,40]
myocytes . Cantu syndrome
ventricular myocytes.
Macrophage; epicardial . .
Mediates cholesterol transport to the ~ Atherosclerosis; Coronary
ABCG1 and subcutaneous . . [29,51]
. . HDL fraction. heart disease
adipose tissue
. . . Lo Myocardial
Arterioles; endothelial Influences the survival, migration, . : .
ABCG2 . ) . : ischemia/reperfusion
(BCRP) cells side population and tube formation of microvascular infury dilative; Ischemic [11,19,52]
(SP) stem cells endothelial cells in the heart. . S
cardiomyopathies

2.3. P-gp Expression in Cardiac Tissue

Among all ABC transporters, P-gp is found to be the most relevant to cardiovascular
therapy [12]. P-gp, a 170 kDa plasma membrane protein, is a well-characterized efflux
pump presenting at the arterioles and capillaries of the heart [18,53]. In human heart
vessel cells, the function of P-gp is similar to that of capillary endothelial cells at the
BBB [18]. It functions as a barrier between the blood and cardiomyocytes, thus limiting the
bioavailability and absorption of P-gp substrate drugs, such as digoxin, into the heart tissue.
It is therefore a key regulator of therapeutic effects, and its expression in the human heart
may have significant therapeutic implications. Similarly, P-gp also regulates drugs that
have cardiotoxic effects, such as doxorubicin, which might lead to dose-dependent heart
failure, arrhythmias, or myopathies in patients [54]. In the case of another P-gp substrate,
vinblastine, which is a chemotherapeutic agent with cardiotoxicity, the drug concentration
in the heart was 10-fold higher in P-gp knockout mice than in wild-type mice 24 h after
injection of the tracer [55]. Cardiac P-gp thus shields cardiac tissue against the toxicity
produced by some medicines.

3. Regulation of P-gp in the Heart

The up and down-regulation of P-gp activity within the body can significantly impact
drug bioavailability, renal clearance, and peripheral tissue distribution. Therefore, it is
crucial to understand how P-gp undergoes changes and is regulated by different influ-
encing factors. The pivotal role of P-gp in drug transport across bio-membranes is being
increasingly acknowledged. Compounds that are transported are referred to as substrates,
whereas chemicals that impact the function of the transporter are referred to as inhibitors
and inducers. In the heart, P-gp facilitates the transport of many cardiovascular drugs that
act as substrates, thereby regulating their localized concentration within the heart. The
P-gp function can be affected by a diverse range of factors such as disease, age, gender,
circadian rhythm, and dietary choices [56-58], as well as drugs that act as inducers or
inhibitors of P-gp, leading to changes in bioavailability of these cardiovascular drugs. The
following sections will provide further insight into the substrates of P-gp, and the diverse
set of factors involved in regulating its function.

3.1. Substrates of P-gp

There are no evident structural similarities between P-gp substrates [23]. According
to the FDA drug interaction guidance [59], the P-gp substrates test must be performed on
all investigational medicines. Table 2 lists several common medications that have been
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identified as P-gp substrates. Digoxin is used as a cardiac glycoside to treat heart failure
and cardiac arrhythmias. Due to its restricted therapeutic window, digoxin may lead to
serious adverse drug reactions ranging from arrhythmia recurrence, failure of device-based
treatment, cardiac failure, and death. [60]. In a clinical trial [60], digoxin had a reduced
renal clearance and an increased half-life in healthy human volunteers after two weeks
of pretreatment with the P-gp inhibitors ritonavir and saquinavir. Electrocardiographic
measurements also showed a trend for a longer PR interval in this trial [60]. In a recent
study, Mualla et al. [61] found that inhibiting cardiac P-gp increased digoxin accumulation
in the heart. Notably, they directly examined the effects of P-gp on the heart using the Lan-
gendorff perfusion technique, enabling pharmacokinetic and pharmacodynamic research
at the organ level and identifying the function of P-gp in drug bioavailability inside the
cardiac tissue.

Table 2. P-gp substrates in different types of drugs.

Cardiac Agents P-gp Substrate Ref.

Antiarrhythmic agents Bepridil, Digoxin, Quinidine, Verapamil [12,48]

Apixaban, Dabigatran, Rivaroxaban,

Anticoagulant agents Edoxaban, Warfarin

Aliskiren, Ambrisentan, Amlodipine, Celiprolol,
Antihypertensive agents Debrisoquine, Diltiazem, Labetalol, Losartan, [12,62,63]
Nadolol, Propranolol, Talinolol, Timolol.

Antiplatelet agents Clopidogrel, Ticagrelor [64]

Cholesterol-lowering drugs Atorvastatin, Lovastatin, Simvastatin [65]

3.2. Inhibitors of P-gp

The presence of inhibitors, inducers, and/or activators, together referred to as modula-
tors, affects P-gp expression and function levels. P-gp inhibitors are chemicals that reduce
the transport of substrates by P-gp. They impede P-gp function by interfering with ATP
hydrolysis, changing P-gp expression, or competing for binding sites in a reversible or
irreversible manner.

Extensive research and development efforts have been dedicated to inhibitors in the
field of oncology. This is because of the association of P-gp with multidrug resistance (MDR),
a form of acquired resistance observed in cancer cells in response to chemotherapeutic
treatments [66]. Based on their selectivity, affinity, and toxicity, P-gp inhibitors are divided
into four generations. The first generation includes verapamil, quinidine, and cyclosporin
A. The second generation includes dexverapamil and dexniguldipine, which are more
selective and have fewer adverse effects. Third-generation molecules, like Tariquidar,
exhibit a strong affinity for P-gp at nanomolar doses. Fourth-generation compounds,
including flavonoids, alkaloids, and terpenoids, have been produced to perform better in
terms of efficacy and toxicity [67].

In clinical practice, first-generation P-gp inhibitors play a crucial role in drug-drug
interactions (DDI). This implies that the effects of those drugs can modify the impact
of others, thereby influencing their respective therapeutic domains. Additionally, these
treatments may be long term. For example, verapamil is known as a calcium channel
blocker and is used in cardiovascular diseases, including angina pectoris and hypertension.
As verapamil also acts as a substrate and as an inhibitor, depending on the dose, it reduces
P-gp function in organs and tissues during treatment. For example, clinical research
found that administering omadacycline after a single oral dosage of 240 mg verapamil ER
increased systemic exposure to omadacycline by 14-25% as compared to omadacycline
alone [68]. If a combination drug is a P-gp substrate, its concentration in tissue may
increase, leading to potential toxicity. For instance, the inhibitor nilotinib can effectively
restrain the P-gp-mediated efflux of anticancer drugs. This inhibition leads to an increased
concentration of anticancer drugs within the tumor, thereby enhancing the sensitivity of
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anticancer medication; however, this inhibits cardiac P-gp function and at the same time
extends the presence of both doxorubicin and doxorubicinol in cardiac tissue, thereby
increasing the risk of cardiotoxicity [69].

The relationship between the substrate and inhibitor is complex and worthy of note.
Several drugs, such as quinidine, verapamil, warfarin, and atorvastatin, are also known
as inhibitors. The effect of these inhibitors is dose dependent. For example, tariquidar in
lower concentrations inhibits P-gp while acting as a BCRP substrate. However, when its
concentration is higher than 100 nM it inhibits both P-gp and BCRP.

3.3. Inducers and Activators of P-gp

P-gp inducers enhance both its expression and function. The inducers are facilitated
through the pregnane xenobiotic receptor (PXR) and the constitutive androstane receptor
(CAR). Both PXR and CAR are nuclear receptors. Following activation by P-gp inducers,
they bind to the transcriptional binding sites of P-gp, thereby promoting increased ex-
pression [70]. Activators, as distinguished from inducers, enhance P-gp function quickly
without affecting protein expression levels. In an in vitro investigation, Vilas-Boas et al. [71]
discovered that rifampicin, known as a PXR agonist, dramatically enhanced P-gp expres-
sion after 72 h, while its derivatives RedRif increased both P-gp expression and function.
Chemicals like RedRif may be effective as an antidote to P-gp cytotoxic substrates. Further-
more, in an animal study [72], Dexamethasone raised Mdr1b gene expression in the heart
by 1.4 fold. However, most P-gp inducers typically decrease drug bioavailability in the
body, which may impact therapeutic efficacy [70].

3.4. Heart Diseases Affecting P-gp Function

Some studies have shown that diseases can alter P-gp expression and function. Konrad
et al. [18] evaluated the mRNA and protein levels of human P-gp using 15 excised left
ventricles obtained from orthotopic heart transplantation procedures. Lower expression
levels of P-gp are exhibited in nonischemic dilated cardiomyopathy, characterized by
impaired heart systolic function without interruption of perfusion [73,74]. This differs
from ischemic cardiomyopathy, where systolic left ventricular dysfunction results from the
interruption of blood perfusion [75]. This result could not be explained by differences in
drug therapy. In a recent study by Auzmendi et al. [8], it was discovered that seizures induce
ischemia—reperfusion injury, and this phenomenon is associated with an up-regulation
of P-gp in cardiomyocytes. The observed increase in P-gp expression can be ascribed to
the activation of hypoxia-inducible factor 1o (HIF-1c). Serving as a crucial transcriptional
regulator, HIF-1x plays a central role in cellular adaptation to hypoxic conditions by
overseeing the transcriptional activation of various genes, including ABCA1.

As for other ABC transporters, their expression is also influenced by disease. The levels
of ABCG2 mRNA in cardiomyopathic hearts (both dilative and ischemic cardiomyopathy)
were higher than in non-failing hearts [19]. MRP5 expression was found to be increased in
ischemic cardiomyopathy [26].

3.5. Other Factors Affecting P-gp Function

Apart from drugs and diseases, several factors may contribute to the significant
interindividual variability of P-gp, including gender, age, genes, diet, and circadian rhythm.
Baris et al. [76] investigated the effect of carvedilol on blood digoxin levels and its gender
differences in heart failure patients. They observed that men show higher P-gp function
than women. Some researchers discovered a decline in brain P-gp function with aging [77].
Burk et al. [78] describe the discovery and distribution of 15 polymorphisms in the human
ABCBI1 gene that codes for P-gp, one of which, exon 26 (C3435T), is associated with P-gp
expression levels and function in vivo. The C3435T mutation frequency is highly impacted
by ethnicity, with African groups having higher frequencies than Caucasian and Asian
populations [79]. Circadian rhythm [56,57] and dietary components [58] such as curcumin,
garlic, and green tea also contribute to P-gp modulation. Moreover, continuous and
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repeated administration of P-gp substrate drugs also led to an increase in P-gp [80]. As
such, accurate and individualized evaluation of P-gp expression and function in vivo is
important for future research.

4. PET Imaging

PET stands as a valuable imaging technique for the in vivo assessment and quantifi-
cation of P-gp function in both animals and humans. Kinetic modeling is used to derive
in vivo measures from radiotracer concentration—time curves in plasma and tissue. Micro-
parameters like K1, k2 and the volume of distribution (V1), which reflects the P-gp function,
can be calculated. PET is a non-invasive imaging technique and finds extensive application
in both preclinical and clinical research, making it a valuable tool for translational stud-
ies focused on P-gp substrates and regulatory drugs. PET proves to be highly beneficial
and is well-validated for non-invasive clinical investigations of vital organs such as the
heart [16,81].

4.1. Methods to Measure ABC Transporters Function with PET

Quantification of PET data can be achieved through several mathematical methods,
with the standardized uptake value (SUV) emerging as the predominant measure for
analysis. SUV is determined by dividing the ratio of radiotracer concentration within a
specific region of interest (ROI) or a collection of voxels by the administered radioactive
dose. This metric offers advantages such as obviating the need for arterial cannulation and
shorter scan durations. In addition, compartmental modeling (CM), also known as kinetic
modeling, is regarded as the “gold standard” in PET quantification. In CM, it is thought
that the PET radiotracer is transferred across compartments. The kinetic parameters or
micro-parameters can be calculated using a numerical process; these parameters can then
be utilized to produce physiological measurements of interest [82].

To quantify transporter function in vivo, CM is the most common method because it is
difficult to select reference tissue. Tracers were evaluated to find the most suitable compart-
ment model for precise quantification [83-86]. Taking [HC]Verapamil as an example, the
one-tissue compartment model (1-TCM) has been identified as the most optimal [86]. In a
study involving rats, it was observed that the influx rate constant K1 underwent the most
significant change after P-gp inhibition [86]. Similarly, in non-human primates, the 1-TCM
and K1 models have been found to be the most suitable for quantifying transporter function
during short scan durations [87]. In the case of human studies, 1-TCM has proven effective
in measuring P-gp function using a short scan time without influences from retention of
the tracer and radioactive metabolites [88].

However, although until now most P-gp-related PET research using kinetic modeling
has been aimed at developing methods for brain scanning, some researchers have also
tried to quantify P-gp function in the eyes and lungs [89,90]. Nevertheless, kinetic studies
to measure P-gp function in the heart have not been found in the literature. Only semi-
quantitative studies using the tracer [!!C]JRhodamine-123 have been identified in the heart.
Compared to other control groups, P-gp inhibitors increased ['!C][Rhodamine-123 uptake
in the heart tissue [91]. Further research is needed to evaluate the kinetics of P-gp tracers in
the heart and to develop a kinetic model to quantify P-gp function.

4.2. PET Tracers for Measuring P-gp Function

Many PET tracers are radiolabeled substrates and synthesized to measure P-gp func-
tion in vivo (Table 3). Most of these are well-known P-gp substrates labeled with short
half-life isotopes, such as [HC]Verapamil, [HC]dLop, and ['8F]Gefitinib. These tracers
can be effectively transported out of cells by P-gp. Quantitative analysis can be used to
indicate the efficiency of this efflux transport. Consequently, a PET tracer that acts as a
substrate serves as an indicator of the P-gp function rather than its expression. Several
studies have categorized substrate tracers as “avid” or “weak” based on their maximum
transport capacity. The first-generation tracers designed to measure P-gp function are
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“avid”. However, the utilization of these tracers for evaluating P-gp function is hindered
by their inherently low baseline uptake, which limits their ability to accurately assess P-gp
overexpression. P-gp overexpression is commonly observed in pharmaco-resistance, as in
epilepsy. To address this issue, weak substrate tracers have been specifically developed,
with a higher brain uptake at baseline. These tracers aim to improve the evaluation of
the P-gp function, as they are capable of measuring both increases and decreases in the
P-gp function.

Table 3. Existing tracers for measuring P-gp function in animal and clinical studies.

Animal
Chemical Structure Biomarker Targeted Radionuclide Experiments Cllfucal Ref.
Structures Trials
BBB Heart
Verapamil e V! X v [92]

ABCBI (P-GP) substrate and

inhibitor

tic,

|
L0 N (LN (R)-Verapamil e Vv X Vv [93,94]
~o CN o~

ABCB1 (P-GP) substrate MC225 18 Vv Vv [22,95,96]
o~ 18y
N ;
! \' N/] O~ ABCB1 (P-GP bst MPPF 18 97,98
NN (P-GP) substrate F Vv v [97,98]
o
18F
O C0,''CH ine-
0 p P ABCB1 (P-GP) substrate Rhoil;;nme e X Vv [91]
HN o O NH,
WF
s
Sl
1CH,
N Loperamide e V4 Vv [99,100]
OH
Cl
ABCB1 (P-GP) substrate

dLop uc v v [100-102]
|

1'CH,
o
Cl N N
HN o H ABCB1 (P-GP) substrate Metoclopramide e v Vv [103-106]
2

I
licH,
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Animal
Chemical Structure Biomarker Targeted Radionuclide Experiments Cllfucal Ref.
Structures Trials
BBB Heart
Q\}—/O _@_/- N?% ABCB1 (P-GP) inhibitor Laniquidar e v x [107]

%N
g
N\/)\'TO—“CH3

o

(0]
0\
l\Og:()’ ABCB1 (P-GP) inhibitor Elacridar Ble v Vv [108,109]
CH;=0 H 2
H

_0
~o

N«\@ o |
N "j@(o - ABCG2
H -
HN o]
o

(BCRP) inhibitor Tariquidar e v Vv [110,111]
SR
N
lSF
o HN @Cl
Qo Y 12
H;CO Nd ABCB1 (P-GP)
ABCG2 substrate Gefitinib
@[ ¥ (BCRP)
o HN a 1
N0 A C v v [113]
Hy''C< 0]::[ N
LU0
~o N o
N o.  ABCBI (P-GP)
H P ABCG2 Substrate AVT-011 18 v X [114]
HN o (BCRP)
N
Gs ' I,CHs
ABCC1
N 11
N‘ \, » (MRP1) Substrate BMP C v/ [115,116]
NN

I The symbol “,/” signifies the use of tracers in those fields with promising results, while “x” indicates the use of
tracers in those fields with insignificant results. A blank space indicates the absence of related research.

In general, a new P-gp tracer should preferably meet the following requirements [117,118]:
(a) radiosynthesis should have a high radiochemical yield, and the tracer should be pro-
duced with high molar activity; (b) the tracer should have adequate specificity and sen-
sitivity; (c) the tracer’s metabolism should be low during the scanning time; and (d) the
tracer should have moderate plasma protein and blood cell binding. Below, we address the
commonly used PET tracers for evaluating the function of P-gp.

4.2.1. [HC]Verapamil and (R)—[HC]Verapamil

Verapamil itself acts both as an avid substrate and an inhibitor of P-gp, although it does
not exhibit an inhibitory effect in the tracer doses utilized in PET. However, [HC]Verapamﬂ
presents a challenge due to the differing pharmacokinetic properties of its enantiomers [92].
Some studies have also used racemic carbon-11-labeled verapamil ((R)-[HC]Verapamil)
in vivo to image P-gp expression. They discovered that, in comparison to (S)-verapamil,
(R)-verapamil was less metabolized in humans [93,94]. Nowadays, (R)-[HC]Verapamil
is the most often used PET tracer to test P-gp function [118,119] in the brains of both
animals [119-121] and humans [122-125].
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However, in the heart, the uptake of [HC]Verapamil was low and showed no differ-
ences in uptake between wild-type and mdrla(—/—) mice [119]. Similarly, the uptake of
both (R)- and (S)-[“C]verapamil in the heart showed no significant differences between
wild-type mice and double knockout (dKO) mice [93]. A possible explanation for these
results may be caused because of the low P-gp expression in the heart and the sensitivity of
the tracer for metabolism. Therefore, [!'C]verapamil may not be suitable for future cardiac
P-gp investigation.

4.2.2. ['8FIMC225

[P8FIMC225 (5-(1-(2-['8F] fluoroethoxy))-[3-(6,7-dimethoxy-3,4-dihydro-1H-isoquinolin-
2-yl)-propyl]-5,6,7,8-tetrahydronaphthalene) has been developed and validated for quan-
titative assessment of P-gp function at the BBB. In 2021, Mossel et al. [22,126] conducted
[18FIMC225 PET brain scans in a healthy human volunteer. Through blocking with P-
gp inhibitor cyclosporin, the whole brain V1 changed from 4.38 at baseline to 5.48 [22].
These results demonstrated that ['8F]MC225 is a promising tracer for assessing P-gp
function in humans. According to an in vitro cardiovascular safety evaluation [127], the
concentration of MC225 needed for P-gp function in vivo assessment does not cause
cardiovascular effects.

Further, the expression of cardiac P-gp may up- or down-regulate with differences
in diseases, drugs, age, and gender. [18F]MC225 is a weak substrate and can measure
inducer effects on cardiac P-gp as well, something that may not be possible with avid
subtract tracers [95,96]. Therefore, given its effectiveness in measuring the up and down-
regulation of P-gp function, ["®F]MC225 PET seems to be a promising tracer to study
clinical assessment of cardiac P-gp function. ['"®F]MC225 may be promising for cardiac
P-gp quantification. However, as there is no data available on cardiac P-gp measurements
with ['8F], more studies are needed.

4.2.3. ['8F] and [ C]gefitinib

Gefitinib is a tyrosine kinase domain inhibitor of the epidermal growth factor receptor
(EGFR), which prevents signaling in target cancer cells with mutant and excessive EGFR.
['8F] and [11C] gefitinib have been thought to be valuable instruments for evaluating the
combined effects of P-gp and another high-capacity efflux transporter, BCRP at the BBB
in vivo [112,113].

Gefitinib-labeled radiotracers may be promising for evaluating human cardiac P-gp
and BCRP function. Kawamura et al. [113] identified that [''C] gefitinib could detect the
cardiac P-gp and BCRP functions in the hearts of mice. They observed that the ['!C]gefitinib
uptake in the heart was increased from 1.39 to 2.26 after pretreatment with P-gp inhibitor
cyclosporin [113]. However, no clinical trials have been performed on gefitinib-labeled
radiotracers, and, currently, both the validity and safety of these tracers in humans are
unclear. In the future, more research is needed for the verification of human cardiac
transporter (P-gp and BCRP) function.

4.2.4. ['8F]MPPF

The tracer ['8F]IMPPF (fluorine-18-labeled 4-(2'-methoxyphenyl)-1-[2/-(N-2"-pirydynyl)-
p-fluorobenzamido] ethylpiperazine) was designed to measure 5-hydroxytryptamine (1A)
(5-HT1A) receptor with PET [128]. In 2000, Passchier et al. [97] confirmed in a preclinical
PET study that ['"8F]MPPF was also a P-gp substrate, and the tracer was developed for
evaluation of brain P-gp function [98,129,130].

In a preclinical study, Laéan et al. detected that heart uptake of ['*F]MPPF was
increased in the heart 0.7 fold at 2.5 min, and 0.6 fold at 5 min, after injection of P-gp
inhibitor cyclosporin [98], indicating that cardio-P-gp function could be inhibited and the
change could be detected by ['*FIMPPF-PET.

However, the clinical translation of ['®F]MPPF for human cardiac P-gp evaluation
remains debatable. Although the use of [\8F]MPPF for 5-HT1A receptor evaluation in
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humans was successful, indicating the safety [131], some studies show that MPPF is
not a P-gp substrate in non-human primates, which may be due to the differences in
species [132,133]. There is no literature demonstrating the use of this tracer in human P-gp
or cardiac P-gp. Therefore, whether ["®FIMPPF is suitable for cardiac P-gp remains unclear.

4.2.5. ['Clrhodamine-123

Rhodamine-123 was initially developed as a vital fluorescent dye and was originally
a useful probe for monitoring the abundance and activity of mitochondria. Multiple
investigators have recently reported that it is also a substrate of P-gp, which has led to its
use to screen cancer drugs that serve as substrates for P-gp [134]. Currently, rhodamine-123
has been radio-labeled with [11C] and [*3'I] as PET and SPECT tracers, respectively, for
evaluating P-gp function.

In rodent studies, [''C]rhodamine-123 has demonstrated good performance as a
PET tracer. Bao et al. [91] observed that P-gp inhibitor led to an increase in uptake of
['!C]rhodamine-123 in heart and cardiac tissue to plasma ratios compared to other groups.
Furthermore, in mouse myocardium, 97% of [MC]rhodamine-123 remained unchanged
at 30 min after administration. These findings suggest that rhodamine-123 is a substrate
for P-gp in rodents, which makes [!!C]rhodamine-123 a promising tracer for evaluating
cardiac P-gp function.

Further research is needed to determine the applicability of [!!CJrhodamine-123 for
assessing human cardiac P-gp function. [''CJrhodamine-123 is the first PET tracer to be
systematically investigated. However, these studies are limited to preclinical experiments.
No studies have investigated the sensitivity of [\!C]rhodamine-123 to human P-gp. Ad-
ditionally, the safety of ['!C]rhodamine-123 in humans has not been identified, although
rhodamine-123 was found to be safe at a dose lower than a 96 mg/m? body surface area in
a phase I clinical trial [135].

4.2.6. [nC]loperamide and [HC]dLop

Loperamide is initially used to treat dysentery and acts on p-opiate receptors in the
intestine. Recently, [!!C]loperamide was found to be an avid substrate for P-gp at the
BBB [99]. N-[HC]desmethyl loperamide ([HC]dLop), its putative radioactive metabolite
and also avid P-gp substrate, may be superior in measuring P-gp function, because the
radio metabolites of 1'C-dLop, especially from further demethylation, have minimal entry
into the brain. Many preclinical and clinical [101] studies have since successfully evaluated
the P-gp function in the BBB with [1!C]dLop.

Unfortunately, hardly any data describe cardiac P-gp function with ['!C]loperamide
and [M'C]dLop. The application of these tracers in cardiac P-gp function needs further
research. Given the minimal metabolite presence, [!!C]dLop may offer advantages in the
cardiac context.

42.7. [nC]metoclopramide

Metoclopramide is a dopamine receptor antagonist and is used to treat nausea and
vomiting in patients with gastroesophageal reflux disease or diabetic gastroparesis. It
has been found that [HC]metoclopramide acts as a weak substrate and is a useful PET
tracer for evaluating BBB P-gp function. Tariquidar significantly increased the uptake
of [HC]metoclopramide in the brains of rats, with a 4.4-fold increase in K1 and a 2.3-
fold increase in binding potential (K3/K4) [103]. In non-human primates, tariquidar led
to a 1.28-fold increase in K1 and a 1.64-fold decrease in K2 [104]. Findings show that
['!C]metoclopramide is a useful tracer for assessing P-gp function at the BBB in humans.
However, its utility in assessing cardiac P-gp function is limited, and more research in this
area is required.
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4.2.8. [\8F]AVT-011

[2—(4{2—[6-(2-[18F]fluoroethoxy)—7—methoxy-3,4-dihydro—1H—isoquinolin-Z-yl]ethyl}
phenylcarbamoyl)-4,5-dimethoxyphenyl]amide, also known as [®®F]JAVT-011, is a radio-
tracer that acts as a substrate for ABCB1(P-gp) and ABCG2(BCRP). Kannan et al. [114]
evaluated it in preclinical models and found that the tracer was able to quantify transporter
function at the BBB and in tumors that express P-gp. They also conducted a biodistribution
evaluation, which revealed an increasing trend in the uptake of radioactivity in the heart,
from 1.7 4 0.2 in wild-type mice to 2.0 + 0.1 (%ID/g-min) in ABCBla/b~/~ mice, although
this difference was not statistically significant. Still, the findings suggest that [\8FJAVT-011
may be a promising PET tracer for future cardiac function detection, and its application in
human P-gp deserves further investigation.

4209. [HC]tariquidar, [''Clelacridar, and [HC]laniquidar

Third-generation P-gp inhibitors, like tariquidar, are labeled with C-11 and developed
as a PET tracer for measuring ABC transporters. In contrast to P-gp substrate radiotracers,
['!CJtariquidar is intended to attach to P-gp without being transported by it, allowing
mapping of P-gp expression or distribution. Bauer et al. [110] developed ['! C]tariquidar and
suggested that it interacts specifically with P-gp and BCRP in wild-type and Mdrla/b(—/—)
mice in the BBB. In another study, ['! C]tariquidar successfully measured hepatic canalicular
P-gp and BCRP transport function in humans and mice [111].

Elacridar, like tariquidar, is also a third-generation P-gp inhibitor. It has been radi-
olabeled as ['!C]elacridar to access the P-gp function in BBB P-gp evaluation and per-
forms well in rats and dKO mice models [108]. In clinical studies, both [!C]elacridar and
[''Cltariquidar showed good biodistribution and safety in twelve healthy volunteers [109].
These results for [HC]tariquidar and ['1Clelacridar show that both probes are promising
for clinical applications. Research regarding whether these tracers are suitable for P-gp
imaging in the heart needs to be performed in both animals and humans.

Laniquidar is also a third-generation MDR modulator that was labeled with C-11
and developed as a P-gp tracer. [''C]laniquidar was evaluated in a preclinical study [107].
There was no significant change in ['!C]laniquidar uptake in cardiac tissues 30 min after
intravenous administration in cyclosporin A and valspodar-pretreated rats compared to
control rats, according to biodistribution data. Therefore, it seems not to be a suitable tracer
for cardiac P-gp imaging.

4.2.10. ['C]BMP

Unlike other tracers, 6—bromo—7—[11C]methylpurine ([M'C]BMP) is a prodrug that en-
ters tissue by passive diffusion and is transformed by glutathione-S-transferases into its
glutathione conjugate S-(6-(7-['!C]methylpurinyl)) (['' C]MPG) glutathione, which is an
ABCC1(MRP1) substrate. The efflux rate of [[!C]MPG can thus reflect the MRP1 function
in the organ. ['!C]BMP has been used in the brain, kidneys, and lungs to access MRP1
function in mice models [136-138]. In a [HC]BMP—dynamic study [115], the efflux rate in
Mrpl-gene knockout mice showed a 90% reduction compared to wild-type mice. Note-
worthy, in another study [116], compared with wild-type rats, Abccl(—/—) rats had 352%
higher lung exposure (AUCyg) and 86% lower elimination slope (kg jung) after intratra-
cheal administration, showing that pulmonary-given [!!C]BMP can also quantify MRP1
activity in the lungs of rats. Based on the present findings, [\!CIBMP-PET appears suitable
for exploring the influence of disease, genetic polymorphisms, or concurrent medication
use on MRP1 function.

Unfortunately, there is a lack of data demonstrating the cardiac application of [''C]BMP-
PET. Given the crucial role of MRP1 in safeguarding against anthracyclines, mitoxantrone,
and other cardiotoxic drugs in cardiac function, further and more comprehensive research is
essential to evaluate the efficacy of ['!CIBMP-PET in assessing cardiac protective functions.
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5. Discussion
5.1. Opportunities

Given that many cardiovascular drugs have an affinity for ABC transporter and act
as substrates, evaluating cardiac P-gp function for medical drug treatment is clinically of
interest. PET imaging could provide functional information about the ABC transporter in
the human heart. This noninvasive imaging technique allows researchers to investigate the
effects of altered ABC transporter function on drug distribution to the heart caused by DDIs,
diseases, and genetic polymorphisms. Furthermore, by focusing on drug accumulation in
cardiac tissue, this approach may allow for early prediction of the biodistribution of new
drug candidates, thereby increasing their chances of success in development; it may also
enable the identification of patients prone to development of cardiotoxicity due to (toxic)
medical drugs used in oncology.

In our review, we have summarized P-gp tracers that were originally developed to
assess cerebral P-gp function and further research is often necessary to translate these tracers
into effective tools for clinical cardiac P-gp assessment. P-gp tracers, such as [!Clelacridar,
[nC]tariquidar, [nC]verapamil, [nC]metoclopramide, [nC]dLop, and ['8F]MC225 have
already been extensively studied in a clinical setting and shown to be effective and sensitive
for measuring P-gp function at the human BBB. However, their efficacy in evaluating
cardiac P-gp function remains unknown. Other tracers, such as [MC] gefitinib, [1'CIBMP,
and [''C]rhodamine-123, have been identified as useful in assessing cardiac P-gp in animal
models, but their sensitivity to human P-gp has yet to be investigated.

Currently, ['®F]MC225 and [!'C]rhodamine-123 appear to be promising tracers for
future clinical use. ['!C]Jrhodamine-123 was the first tracer to be systematically evaluated for
cardiac P-gp, and has shown good performance in the heart. ['"8F]MC225 was found to be
sensitive to measure changes in human P-gp at the BBB after inhibition with cyclosporin [22].
As a weak substrate, the capability to access up- and down-regulation of the P-gp function
is another benefit of ["®FIMC225, which is particularly useful for the clinical assessment
of complex cardiac P-gp function. In addition, Fluorine-18 has a longer half-life, thereby
providing higher imaging quality and easier clinical use of ['®F]MC225 compared with
carbon-11 labeled radiotracers, making the tracer promising for future use. The variability
of P-gp among individuals suggests that ['*8F]MC225 and ['!C]rhodamine-123 have the
potential to accurately assess P-gp function in each individual heart. This capability could
then guide more precise medication use, tailoring treatment strategies based on individual
variations in cardiac P-gp function.

In addition to animal and clinical trials, there is growing interest in using in vitro
models for combinatorial drug testing. Although preclinical animal studies can evaluate
new PET tracers in vivo, they may not accurately reflect human heart physiology due to
species differences. Engineered heart tissues (EHTs), 3D organ-on-chip models of the heart,
have recently imitated human heart conditions by including cardiac myocytes and vascular
endothelial cells produced from human pluripotent stem cells (hPSCs) [139]. Without a
need for animal models, this model could make it possible to test cardiac P-gp function
realistically. Therefore, these EHTs can be combined with radioactive tracers and employed
to screen P-gp-related drugs and assess their cardiotoxicity.

5.2. Challenges

Currently, PET research on the function of ABC transporters is focused mainly on the
BBB. Examples of tracer uptake in the heart are available mostly derived from biodistribu-
tion data. Tracers specifically designed to assess cardiac transporter function are limited.
Re-evaluating BBB P-gp PET tracers in the heart could be an effective and useful approach.
During the experimental setup, special attention must be given to the differences between
the heart and the BBB.

Firstly, P-gp expression in the heart is much lower than in the BBB [17,18]. Con-
sequently, the functional disparities in P-gp may not be as pronounced as observed in
the BBB. As a result, a more precise quantification method is essential, favoring kinetic
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modeling analysis over semi-quantitative methods like SUVs. Secondly, compared to
the stationary brain, the rapid beating of the heart poses challenges to imaging analysis
and data collection. Reliable strategies to compensate for cardiac and respiratory motion
can be used to minimize motion artifacts, such as ECG triggering to synchronize image
acquisition with the cardiac cycle, and navigator-gated acquisitions to suppress respiratory
motion [140]. Thirdly, unlike the brain, distinguishing the heart between the blood pool
and the heart tissue is another challenging aspect of cardiac scans. (PET/)MRI or (PET/)CT
could be more helpful in the location of cardiac tissue boundaries than normal PET. Fourth,
regarding the formation of radioactive metabolites, unlike the brain, which is shielded
by the BBB, the heart remains in the blood pool. The penetration of polar radioactive
metabolites in the brain is low, and therefore has less influence on quantification of the PET
data. In the case of quantification of P-gp in the heart, radioactive metabolites in blood
could influence quantification. To tackle this issue, it is crucial to thoroughly examine how
the tracer is metabolized in vivo. To improve the scanning process, use early-stage data and
exact quantification approaches such as kinetic modeling and parametric imaging when
metabolite levels are at their lowest.

In vitro assays and in vivo models can also pose challenges during the process of a
study. In preclinical animals, it is vital to consider gene differences between animal and
human models, especially when it comes to ABC transporters. ABCB1 encodes the human
P-gp, whereas rodents have two drug-transporting P-gp homologs, Mdrla and Mdrlb,
which share around 85% and 87% amino acid identity, respectively. Rhesus monkeys (93%)
and chimps (97%) are more similar to humans [141]. These gene differences could explain
the disparities in animal and primate studies; this applies especially when some tracers
work well in rodents but not primates, consequently exacerbating the difficulties associated
with clinical translation.

Human heart on chips and other in vitro models offer the potential for screening P-gp-
related drugs and assessing cardiotoxicity alongside radioactive tracers. However, several
challenges impede their effective use. Firstly, the small size of the organ-on-chip tissue
poses a limitation due to current imaging devices for measuring PET tracer uptake in small
animals with limited spatial resolution [142]. Specialized detectors and software are essen-
tial for optimal results. Additionally, material properties present obstacles; the commonly
used polydimethylsiloxane (PDMS) material in chips tends to be adhesive to many PET
tracers, complicating tissue uptake quantification [143]. Moreover, the current heart-on-
chip model differs somewhat from normal human heart tissue, and its relative immaturity
compared to the adult myocardium restricts its applicability in cardiac research [143].

6. Conclusions

In this review, we evaluate and explore the PET imaging applications of ABC trans-
porters in the heart. The use of PET imaging to measure ABC transporters in the heart
advances our understanding of drug distribution, concentration, and toxicity, and thereby
facilitates more precise medication use. This technique may also allow for early prediction
of the biodistribution of potential new drug candidates, with a particular emphasis on their
accumulation in cardiac tissue, leading to improved success rates in drug development.
However, there is currently limited research in this area. Further investigation should
prioritize the development of safe, effective, and cardiac-specific P-gp function PET tracers,
which can be translated into clinical practice for the evaluation and assessment of cardiac
P-gp function.

Author Contributions: Conceptualization, G.L. and R.H.J.A.S.; writing—original draft preparation,
W.L.; writing—review and editing, PM., V.S, G.L. and R.H.J.A.S,; supervision, G.L. and RH.J.A.S,;
project administration, G.L. and R.H.J.A.S.; funding acquisition, G.L. and R.H.J.A.S. All authors have
read and agreed to the published version of the manuscript.

Funding: W.L. is funded by the China Scholarship Council (CSC), 202206310026 for her Ph.D.
scholarship.



Pharmaceuticals 2023, 16, 1715 15 of 21

Institutional Review Board Statement: Not applicable.
Informed Consent Statement: Not applicable.
Data Availability Statement: Data sharing is not applicable.

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

References

1.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

Thomas, C.; Tampé, R. Structural and Mechanistic Principles of ABC Transporters. Annu. Rev. Biochem. 2020, 89, 605-636.
[CrossRef]

Dominguez, C.J.; Tocchetti, G.N.; Rigalli, J.P.; Mottino, A.D. Acute regulation of apical ABC transporters in the gut. Potential
influence on drug bioavailability. Pharmacol. Res. 2021, 163, 105251. [CrossRef]

Leandro, K.; Bicker, J.; Alves, G.; Falcao, A.; Fortuna, A. ABC transporters in drug-resistant epilepsy: Mechanisms of upregulation
and therapeutic approaches. Pharmacol. Res. 2019, 144, 357-376. [CrossRef]

Villanueva, S.; Zhang, W.; Zecchinati, F.; Mottino, A.; Vore, M. ABC Transporters in Extrahepatic Tissues: Pharmacological
Regulation in Heart and Intestine. Curr. Med. Chem. 2019, 26, 1155-1184. [CrossRef]

Kumar, V.; Santhosh Kumar, T.R.; Kartha, C.C. Mitochondrial membrane transporters and metabolic switch in heart failure. Heart
Fail. Rev. 2019, 24, 255-267. [CrossRef]

Jacobo-Albavera, L.; Dominguez-Pérez, M.; Medina-Leyte, D.].; Gonzalez-Garrido, A.; Villarreal-Molina, T. The Role of the
ATP-Binding Cassette A1 (ABCA1) in Human Disease. Int. . Mol. Sci. 2021, 22, 1593. [CrossRef] [PubMed]

Westerterp, M.; Fotakis, P.; Ouimet, M.; Bochem, A.E.; Zhang, H.; Molusky, M.M.; Wang, W.; Abramowicz, S.; La Bastide-van
Gemert, S.; Wang, N.; et al. Cholesterol Efflux Pathways Suppress Inflammasome Activation, NETosis, and Atherogenesis.
Circulation 2018, 138, 898-912. [CrossRef] [PubMed]

Auzmendj, ].; Akyuz, E.; Lazarowski, A. The role of P-glycoprotein (P-gp) and inwardly rectifying potassium (Kir) channels in
sudden unexpected death in epilepsy (SUDEP). Epilepsy Behav. 2021, 121, 106590. [CrossRef] [PubMed]

Ogonowski, N.; Rukavina Mikusic, N.L.; Kouyoumdzian, N.M.; Choi, M.R; Fellet, A.; Balaszczuk, A.M.; Celuch, S.M. Cardiotoxic
Effects of the Antineoplastic Doxorubicin in a Model of Metabolic Syndrome: Oxidative Stress and Transporter Expression in the
Heart. J. Cardiovasc. Pharmacol. 2021, 78, 784-791. [CrossRef]

Grange, RM.H.; Preedy, M.E ].; Renukanthan, A.; Dignam, ].P.; Lowe, V.J.; Moyes, A.].; Pérez-Ternero, C.; Aubdool, A.A.; Baliga,
R.S.; Hobbs, A.J. Multidrug resistance proteins preferentially regulate natriuretic peptide-driven cGMP signalling in the heart
and vasculature. Br. |. Pharmacol. 2022, 179, 2443-2459. [CrossRef]

Higashikuni, Y.; Sainz, J.; Nakamura, K.; Takaoka, M.; Enomoto, S.; Iwata, H.; Sahara, M.; Tanaka, K.; Koibuchi, N.; Ito, S.;
et al. The ATP-Binding Cassette Transporter BCRP1/ABCG?2 Plays a Pivotal Role in Cardiac Repair After Myocardial Infarction
Via Modulation of Microvascular Endothelial Cell Survival and Function. Arterioscler. Thromb. Vasc. Biol. 2010, 30, 2128-2135.
[CrossRef] [PubMed]

Wessler Jeffrey, D.; Grip Laura, T.; Mendell, J.; Giugliano Robert, P. The P-Glycoprotein Transport System and Cardiovascular
Drugs. J. Am. Coll. Cardiol. 2013, 61, 2495-2502. [CrossRef]

Bulten, B.E,; Sollini, M.; Boni, R.; Massri, K.; de Geus-Oei, L.-F.; van Laarhoven, HW.M.; Slart, R H.J.A.; Erba, P.A. Cardiac
molecular pathways influenced by doxorubicin treatment in mice. Sci. Rep. 2019, 9, 2514. [CrossRef] [PubMed]

Ritter, A.; Quartermaine, C.; Pierre-Charles, J.; Balasubramanian, S.; Raeisi-Giglou, P.; Addison, D.; Miller, E. Cardiotoxicity of
Anti-Cancer Radiation Therapy: A Focus on Heart Failure. Curr. Heart Fail. Rep. 2023, 20, 44-55. [CrossRef]

Lyon, A.R.; Lépez-Fernandez, T.; Couch, L.S.; Asteggiano, R.; Aznar, M.C.; Bergler-Klein, J.; Boriani, G.; Cardinale, D.; Cordoba, R.;
Cosyns, B.; et al. 2022 ESC Guidelines on cardio-oncology developed in collaboration with the European Hematology Association
(EHA), the European Society for Therapeutic Radiology and Oncology (ESTRO) and the International Cardio-Oncology Society
(IC-0OS): Developed by the task force on cardio-oncology of the European Society of Cardiology (ESC). Eur. Heart J. 2022, 43,
4229-4361. [CrossRef] [PubMed]

Totzeck, M.; Aide, N.; Bauersachs, J.; Bucerius, J.; Georgoulias, P.; Herrmann, K.; Hyafil, E; Kunikowska, J.; Lubberink, M.; Nappi,
C.; et al. Nuclear medicine in the assessment and prevention of cancer therapy-related cardiotoxicity: Prospects and proposal of
use by the European Association of Nuclear Medicine (EANM). Eur. J. Nucl. Med. Mol. Imaging 2023, 50, 792-812. [CrossRef]
Couture, L.; Nash, J.A.; Turgeon, ]. The ATP-Binding Cassette Transporters and Their Implication in Drug Disposition: A Special
Look at the Heart. Pharmacol. Rev. 2006, 58, 244. [CrossRef]

Meissner, K.; Sperker, B.; Karsten, C.; Zu Schwabedissen, H.M.; Seeland, U.; Bochm, M.; Bien, S.; Dazert, P.; Kunert-Keil, C.;
Vogelgesang, S.; et al. Expression and Localization of P-glycoprotein in Human Heart: Effects of Cardiomyopathy. J. Histochem.
Cytochem. 2002, 50, 1351-1356. [CrossRef]

Meissner, K.; Heydrich, B.; Jedlitschky, G.; Zu Schwabedissen, H.M.; Mosyagin, I.; Dazert, P.; Eckel, L.; Vogelgesang, S.; Warzok,
R.W,; Bohm, M.; et al. The ATP-binding Cassette Transporter ABCG2 (BCRP), a Marker for Side Population Stem Cells, Is
Expressed in Human Heart. J. Histochem. Cytochem. 2006, 54, 215-221. [CrossRef]

Sivapackiam, J.; Sharma, M.; Schindler, TH.; Sharma, V. PET Radiopharmaceuticals for Imaging Chemotherapy-Induced
Cardiotoxicity. Curr. Cardiol. Rep. 2020, 22, 62. [CrossRef]


https://doi.org/10.1146/annurev-biochem-011520-105201
https://doi.org/10.1016/j.phrs.2020.105251
https://doi.org/10.1016/j.phrs.2019.04.031
https://doi.org/10.2174/0929867325666180327092639
https://doi.org/10.1007/s10741-018-9756-2
https://doi.org/10.3390/ijms22041593
https://www.ncbi.nlm.nih.gov/pubmed/33562440
https://doi.org/10.1161/CIRCULATIONAHA.117.032636
https://www.ncbi.nlm.nih.gov/pubmed/29588315
https://doi.org/10.1016/j.yebeh.2019.106590
https://www.ncbi.nlm.nih.gov/pubmed/31706919
https://doi.org/10.1097/FJC.0000000000001137
https://doi.org/10.1111/bph.15593
https://doi.org/10.1161/ATVBAHA.110.211755
https://www.ncbi.nlm.nih.gov/pubmed/20829509
https://doi.org/10.1016/j.jacc.2013.02.058
https://doi.org/10.1038/s41598-019-38986-w
https://www.ncbi.nlm.nih.gov/pubmed/30792528
https://doi.org/10.1007/s11897-023-00587-0
https://doi.org/10.1093/eurheartj/ehac244
https://www.ncbi.nlm.nih.gov/pubmed/36017568
https://doi.org/10.1007/s00259-022-05991-7
https://doi.org/10.1124/pr.58.2.7
https://doi.org/10.1177/002215540205001008
https://doi.org/10.1369/jhc.5A6750.2005
https://doi.org/10.1007/s11886-020-01315-z

Pharmaceuticals 2023, 16, 1715 16 of 21

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.
38.

39.

40.

41.

42.

43.

44.

45.

46.

Bauer, M.; Karch, R.; Zeitlinger, M.; Philippe, C.; Romermann, K.; Stanek, J.; Maier-Salamon, A.; Wadsak, W.; Jager, W.; Hacker,
M.; et al. Approaching Complete Inhibition of P-Glycoprotein at the Human Blood-Brain Barrier: An (R)-[11C]Verapamil PET
Study. J. Cereb. Blood Flow Metab. 2015, 35, 743-746. [CrossRef]

Mossel, P.; Garcia Varela, L.; Arif, WM.; van der Weijden, C.W.J.; Boersma, H.H.; Willemsen, A.T.M.; Boellaard, R.; Elsinga, PH.;
Borra, R.J.H.; Colabufo, N.A.; et al. Evaluation of P-glycoprotein function at the blood-brain barrier using [(18)F]MC225-PET. Eur.
J. Nucl. Med. Mol. Imaging 2021, 48, 4105-4106. [CrossRef]

Liu, X. ABC Family Transporters. In Drug Transporters in Drug Disposition, Effects and Toxicity; Liu, X., Pan, G., Eds.; Springer:
Singapore, 2019; pp. 13-100. [CrossRef]

Pereira, C.D.; Martins, E; Wiltfang, J.; da Cruz e Silva, O.A.B.; Rebelo, S. ABC Transporters Are Key Players in Alzheimer’s
Disease. J. Alzheimer’s Dis. 2018, 61, 463—485. [CrossRef]

Juliano, R.L.; Ling, V. A surface glycoprotein modulating drug permeability in Chinese hamster ovary cell mutants. Biochim. Et
Biophys. Acta (BBA)-Biomembr. 1976, 455, 152-162. [CrossRef]

Dazert, P.; Meissner, K.; Vogelgesang, S.; Heydrich, B.; Eckel, L.; Bohm, M.; Warzok, R.; Kerb, R.; Brinkmann, U.; Schaeffeler, E.;
et al. Expression and Localization of the Multidrug Resistance Protein 5 (MRP5/ABCCS5), a Cellular Export Pump for Cyclic
Nucleotides, in Human Heart. Am. J. Pathol. 2003, 163, 1567-1577. [CrossRef]

Schumacher, T.; Benndorf, R.A. ABC Transport Proteins in Cardiovascular Disease—A Brief Summary. Molecules 2017, 22, 589.
[CrossRef] [PubMed]

Wang, J.; Xiao, Q.; Wang, L.; Wang, Y.; Wang, D.; Ding, H. Role of ABCAL1 in Cardiovascular Disease. J. Pers. Med. 2022, 12, 1010.
[CrossRef] [PubMed]

Miroshnikova, V.V.; Panteleeva, A.A.; Pobozheva, I.A.; Razgildina, N.D.; Polyakova, E.A.; Markov, A.V.; Belyaeva, O.D.; Berkovich,
O.A.; Baranova, E.I; Nazarenko, M.S.; et al. ABCA1 and ABCG1 DNA methylation in epicardial adipose tissue of patients with
coronary artery disease. BMC Cardiovasc. Disord. 2021, 21, 566. [CrossRef] [PubMed]

Attie, A.D. ABCA1: At the nexus of cholesterol, HDL and atherosclerosis. Trends Biochem. Sci. 2007, 32, 172-179. [CrossRef]
[PubMed]

Ray, A.G.; Choudhury, K.R.; Chakraborty, S.; Chakravarty, D.; Chander, V.; Jana, B.; Siddiqui, K.N.; Bandyopadhyay, A. Novel
Mechanism of Cholesterol Transport by ABCA5 in Macrophages and Its Role in Dyslipidemia. J. Mol. Biol. 2020, 432, 4922-4941.
[CrossRef]

Fan, L.L.; Liu, L.; Wang, C.Y.; Guo, T,; Luo, H. A novel nonsense mutation of ABCAS8 in a patient with reduced HDL-c levels and
atherosclerosis. QJM Int. . Med. 2022, 115, 321-322. [CrossRef]

Tsuruoka, S.; Ishibashi, K.; Yamamoto, H.; Wakaumi, M.; Suzuki, M.; Schwartz, G.J.; Imai, M.; Fujimura, A. Functional analysis of
ABCAS, a new drug transporter. Biochem. Biophys. Res. Commun. 2002, 298, 41-45. [CrossRef]

Trigueros-Motos, L.; van Capelleveen, J.C.; Torta, F.; Castafio, D.; Zhang, L.-H.; Chai, E.C.; Kang, M.; Dimova, L.G.; Schimmel,
AWM,; Tietjen, I; et al. ABCAS8 Regulates Cholesterol Efflux and High-Density Lipoprotein Cholesterol Levels. Arterioscler.
Thromb. Vasc. Biol. 2017, 37, 2147-2155. [CrossRef]

Macé, S.; Cousin, E.; Ricard, S.; Génin, E.; Spanakis, E.; Lafargue-Soubigou, C.; Génin, B.; Fournel, R.; Roche, S.; Haussy, G.; et al.
ABCA2 is a strong genetic risk factor for early-onset Alzheimer’s disease. Neurobiol. Dis. 2005, 18, 119-125. [CrossRef]

Mack, J.T.; Beljanski, V.; Tew, K.D.; Townsend, D.M. The ATP-binding cassette transporter ABCA2 as a mediator of intracellular
trafficking. Biomed. Pharmacother. 2006, 60, 587-592. [CrossRef] [PubMed]

Libby, P. The changing landscape of atherosclerosis. Nature 2021, 592, 524-533. [CrossRef] [PubMed]

Miiller-Nordhorn, J.; Willich, S.N. Coronary heart disease. In International Encyclopedia of Public Health, 2nd ed.; Quah, S.R., Ed,;
Academic Press: Oxford, UK, 2017; pp. 159-167. [CrossRef]

Flagg, T.P,; Kurata, H.T.; Masia, R.; Caputa, G.; Magnuson, M.A; Lefer, D.].; Coetzee, W.A.; Nichols, C.G. Differential Structure of
Atrial and Ventricular KATP. Circ. Res. 2008, 103, 1458-1465. [CrossRef] [PubMed]

Bienengraeber, M.; Olson, T.M.; Selivanov, V.A.; Kathmann, E.C.; O’Cochlain, F.; Gao, F.; Karger, A.B.; Ballew, ].D.; Hodgson,
D.M.; Zingman, L.V,; et al. ABCC9 mutations identified in human dilated cardiomyopathy disrupt catalytic KATP channel gating.
Nat. Genet. 2004, 36, 382-387. [CrossRef] [PubMed]

Philip-Couderc, P.; Tavares, N.I; Roatti, A.; Lerch, R.; Montessuit, C.; Baertschi, A.]. Forkhead Transcription Factors Coordinate
Expression of Myocardial KATP Channel Subunits and Energy Metabolism. Circ. Res. 2008, 102, e20-e35. [CrossRef]

Nichols, C.G. KATP channels as molecular sensors of cellular metabolism. Nature 2006, 440, 470-476. [CrossRef]

Ye, D.; Meurs, I.; Ohigashi, M.; Calpe-Berdiel, L.; Habets, K.L.L.; Zhao, Y.; Kubo, Y.; Yamaguchi, A.; Van Berkel, T.].C.; Nishi, T.;
et al. Macrophage ABCAS deficiency influences cellular cholesterol efflux and increases susceptibility to atherosclerosis in female
LDLr knockout mice. Biochem. Biophys. Res. Commun. 2010, 395, 387-394. [CrossRef]

Kubo, Y.; Sekiya, S.; Ohigashi, M.; Takenaka, C.; Tamura, K.; Nada, S.; Nishi, T.; Yamamoto, A.; Yamaguchi, A. ABCA5 Resides
in Lysosomes, and ABCA5 Knockout Mice Develop Lysosomal Disease-Like Symptoms. Mol. Cell. Biol. 2005, 25, 4138-4149.
[CrossRef] [PubMed]

Piehler, A.; Kaminski, W.E.; Wenzel, ].J.; Langmann, T.; Schmitz, G. Molecular structure of a novel cholesterol-responsive A
subclass ABC transporter, ABCA9. Biochem. Biophys. Res. Commun. 2002, 295, 408-416. [CrossRef] [PubMed]

Wenzel, ].J.; Kaminski, W.E,; Piehler, A.; Heimerl, S.; Langmann, T.; Schmitz, G. ABCA10, a novel cholesterol-regulated ABCA6-
like ABC transporter. Biochem. Biophys. Res. Commun. 2003, 306, 1089-1098. [CrossRef]


https://doi.org/10.1038/jcbfm.2015.19
https://doi.org/10.1007/s00259-021-05419-8
https://doi.org/10.1007/978-981-13-7647-4_2
https://doi.org/10.3233/JAD-170639
https://doi.org/10.1016/0005-2736(76)90160-7
https://doi.org/10.1016/S0002-9440(10)63513-4
https://doi.org/10.3390/molecules22040589
https://www.ncbi.nlm.nih.gov/pubmed/28383515
https://doi.org/10.3390/jpm12061010
https://www.ncbi.nlm.nih.gov/pubmed/35743794
https://doi.org/10.1186/s12872-021-02379-7
https://www.ncbi.nlm.nih.gov/pubmed/34837967
https://doi.org/10.1016/j.tibs.2007.02.001
https://www.ncbi.nlm.nih.gov/pubmed/17324574
https://doi.org/10.1016/j.jmb.2020.07.006
https://doi.org/10.1093/qjmed/hcac009
https://doi.org/10.1016/S0006-291X(02)02389-6
https://doi.org/10.1161/ATVBAHA.117.309574
https://doi.org/10.1016/j.nbd.2004.09.011
https://doi.org/10.1016/j.biopha.2006.07.090
https://www.ncbi.nlm.nih.gov/pubmed/17029687
https://doi.org/10.1038/s41586-021-03392-8
https://www.ncbi.nlm.nih.gov/pubmed/33883728
https://doi.org/10.1016/B978-0-12-803678-5.00090-4
https://doi.org/10.1161/CIRCRESAHA.108.178186
https://www.ncbi.nlm.nih.gov/pubmed/18974387
https://doi.org/10.1038/ng1329
https://www.ncbi.nlm.nih.gov/pubmed/15034580
https://doi.org/10.1161/CIRCRESAHA.107.166744
https://doi.org/10.1038/nature04711
https://doi.org/10.1016/j.bbrc.2010.04.027
https://doi.org/10.1128/MCB.25.10.4138-4149.2005
https://www.ncbi.nlm.nih.gov/pubmed/15870284
https://doi.org/10.1016/S0006-291X(02)00659-9
https://www.ncbi.nlm.nih.gov/pubmed/12150964
https://doi.org/10.1016/S0006-291X(03)01097-0

Pharmaceuticals 2023, 16, 1715 17 of 21

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

Bayeva, M.; Khechaduri, A.; Wu, R.; Burke, M. A.; Wasserstrom, J.A.; Singh, N.; Liesa, M.; Shirihai, O.S.; Langer, N.B.; Paw, B.H.;
et al. ATP-Binding Cassette B10 Regulates Early Steps of Heme Synthesis. Circ. Res. 2013, 113, 279-287. [CrossRef] [PubMed]
Liesa, M.; Luptak, I; Qin, F; Hyde, B.B.; Sahin, E.; Siwik, D.A.; Zhu, Z.; Pimentel, D.R.; Xu, X.J.; Ruderman, N.B.; et al.
Mitochondrial Transporter ATP Binding Cassette Mitochondrial Erythroid Is a Novel Gene Required for Cardiac Recovery After
Ischemia/Reperfusion. Circulation 2011, 124, 806-813. [CrossRef]

Semsei, A.F; Erdelyi, D.J.; Ungvari, I.; Csagoly, E.; Hegyi, M.Z.; Kiszel, P.S.; Lautner-Csorba, O.; Szabolcs, ].; Masat, P; Fekete, G.;
et al. ABCC1 polymorphisms in anthracycline-induced cardiotoxicity in childhood acute lymphoblastic leukaemia. Cell Biol. Int.
2012, 36, 79-86. [CrossRef] [PubMed]

Elrod, J.W.; Harrell, M.; Flagg, T.P.; Gundewar, S.; Magnuson, M.A; Nichols, C.G.; Coetzee, W.A ; Lefer, D.J. Role of Sulfonylurea
Receptor Type 1 Subunits of ATP-Sensitive Potassium Channels in Myocardial Ischemia/Reperfusion Injury. Circulation 2008, 117,
1405-1413. [CrossRef]

Yvan-Charvet, L.; Wang, N.; Tall, A.R. Role of HDL, ABCA1, and ABCGI1 Transporters in Cholesterol Efflux and Immune
Responses. Arterioscler. Thromb. Vasc. Biol. 2010, 30, 139-143. [CrossRef]

Mal, G.S. The role of genes of membrane transporters in the formation of a drug response in patients with ischemic heart disease.
Atherosclerosis 2020, 315, €186. [CrossRef]

Lazarowski, A.J.; Rivello, H.].G.; Janavel, G.L.V.; Cuniberti, L.A.; Meckert, PM.C.; Yannarelli, G.G.; Mele, A.; Crottogini, A.J.;
Laguens, R.P. Cardiomyocytes of Chronically Ischemic Pig Hearts Express the MDR-1 Gene-encoded P-glycoprotein. ]. Histochem.
Cytochem. 2005, 53, 845-850. [CrossRef] [PubMed]

Planek, M.I.C.; Manshad, A.; Hein, K.; Hemu, M.; Ballout, E; Varandani, R.; Venugopal, P.; Okwuosa, T. Prediction of doxorubicin
cardiotoxicity by early detection of subclinical right ventricular dysfunction. Cardio-Oncology 2020, 6, 10. [CrossRef] [PubMed]
van Asperen, J.; Schinkel, A.H.; Beijnen, ].H.; Nooijen, W.J.; Borst, P; van Tellingen, O. Altered Pharmacokinetics of Vinblastine in
Mdrla P-glycoprotein-Deficient Mice. [NCI J. Natl. Cancer Inst. 1996, 88, 994-999. [CrossRef]

Okyar, A.; Kumar, S.A.; Filipski, E.; Piccolo, E.; Ozturk, N.; Xandri-Monje, H.; Pala, Z.; Abraham, K.; Gomes, A.R.G.D.J.; Orman,
M.N,; et al. Sex-, feeding-, and circadian time-dependency of P-glycoprotein expression and activity—Implications for mechanistic
pharmacokinetics modeling. Sci. Rep. 2019, 9, 10505. [CrossRef] [PubMed]

Lévi, F; Okyar, A.; Dulong, S.; Innominato, PF,; Clairambault, J. Circadian Timing in Cancer Treatments. Annu. Rev. Pharmacol.
Toxicol. 2010, 50, 377-421. [CrossRef]

Zhang, W.,; Han, Y.; Lim, S.L.; Lim, L.Y. Dietary regulation of P-gp function and expression. Expert Opin. Drug Metab. Toxicol.
2009, 5, 789-801. [CrossRef] [PubMed]

Drug Interactions | Relevant Regulatory Guidance and Policy Documents. Available online: https:/ /www.fda.gov/drugs/drug-
interactions-labeling /drug-interactions-relevant-regulatory-guidance-and-policy-documents (accessed on 1 October 2023).
Schmitt, C.; Kaeser, B.; Riek, M.; Bech, N.; Kreuzer, C. Effect of saquinavir/ritonavir on P-glycoprotein activity in healthy
volunteers using digoxin as a probe. Int. J. Clin. Pharmacol. Ther. 2010, 48, 192-199. [CrossRef] [PubMed]

Aylin Arici, M;; Kiling, E.; Demir, O.; Ates, M.; Yesilyurt, A.; Gelal, A. Interactions between Verapamil and Digoxin in Langendorff-
Perfused Rat Hearts: The Role of Inhibition of P-glycoprotein in the Heart. Basic Clin. Pharmacol. Toxicol. 2010, 107, 847-852.
[CrossRef]

Soldner, A.; Benet, L.Z.; Mutschler, E.; Christians, U. Active transport of the angiotensin-II antagonist losartan and its main
metabolite EXP 3174 across MDCK-MDR1 and Caco-2 cell monolayers. Br. J. Pharmacol. 2000, 129, 1235-1243. [CrossRef]

Zuo, X.-C.; Zhang, W.-L.; Yuan, H.; Barrett, ].S.; Hua, Y.; Huang, Z.-J.; Zhou, H.-H.; Pei, Q.; Guo, C.-X.; Wang, J.-L.; et al. ABCB1
Polymorphism and Gender Affect the Pharmacokinetics of Amlodipine in Chinese Patients with Essential Hypertension: A
Population Analysis. Drug Metab. Pharmacokinet. 2014, 29, 305-311. [CrossRef]

Taubert, D.; von Beckerath, N.; Grimberg, G.; Lazar, A.; Jung, N.; Goeser, T.; Kastrati, A.; Schomig, A.; Schomig, E. Impact of
P-glycoprotein on clopidogrel absorption. Clin. Pharmacol. Ther. 2006, 80, 486-501. [CrossRef] [PubMed]

Balasubramanian, R.; Maideen, N.M.P. HMG-CoA Reductase Inhibitors (Statins) and their Drug Interactions Involving CYP
Enzymes, P-glycoprotein and OATP Transporters-An Overview. Curr. Drug Metab. 2021, 22, 328-341. [PubMed]

Tian, Y,; Lei, Y.; Wang, Y,; Lai, ].; Wang, J.; Xia, F. Mechanism of multidrug resistance to chemotherapy mediated by P-glycoprotein
(Review). Int. J. Oncol. 2023, 63, 119. [CrossRef] [PubMed]

Dong, J.; Qin, Z.; Zhang, W.-D.; Cheng, G.; Yehuda, A.G.; Ashby, C.R.; Chen, Z.-S.; Cheng, X.-D.; Qin, J.-J. Medicinal chemistry
strategies to discover P-glycoprotein inhibitors: An update. Drug Resist. Updates 2020, 49, 100681. [CrossRef] [PubMed]

Hunt, T.L.; Tzanis, E.; Bai, S.; Manley, A.; Chitra, S.; McGovern, P.C. The Effect of Verapamil, a P-gp Inhibitor, on the Pharmacoki-
netics, Safety, and Tolerability of Omadacycline in Healthy Adults: A Phase I, Open-Label, Single-Sequence Study. Eur. |. Drug
Metab. Pharmacokinet. 2021, 46, 85-92. [CrossRef]

Zhou, Z.-y.; Wan, L.-1; Yang, Q.5.; Han, Y.-1.; Li, D.; Lu, J.; Guo, C. Nilotinib reverses ABCB1/P-glycoprotein-mediated multidrug
resistance but increases cardiotoxicity of doxorubicin in a MDR xenograft model. Toxicol. Lett. 2016, 259, 124-132. [CrossRef]
[PubMed]

Elmeliegy, M.; Vourvahis, M.; Guo, C.; Wang, D.D. Effect of P-glycoprotein (P-gp) Inducers on Exposure of P-gp Substrates:
Review of Clinical Drug-Drug Interaction Studies. Clin. Pharmacokinet. 2020, 59, 699-714. [CrossRef]


https://doi.org/10.1161/CIRCRESAHA.113.301552
https://www.ncbi.nlm.nih.gov/pubmed/23720443
https://doi.org/10.1161/CIRCULATIONAHA.110.003418
https://doi.org/10.1042/CBI20110264
https://www.ncbi.nlm.nih.gov/pubmed/21929509
https://doi.org/10.1161/CIRCULATIONAHA.107.745539
https://doi.org/10.1161/ATVBAHA.108.179283
https://doi.org/10.1016/j.atherosclerosis.2020.10.578
https://doi.org/10.1369/jhc.4A6542.2005
https://www.ncbi.nlm.nih.gov/pubmed/15995143
https://doi.org/10.1186/s40959-020-00066-8
https://www.ncbi.nlm.nih.gov/pubmed/32714566
https://doi.org/10.1093/jnci/88.14.994
https://doi.org/10.1038/s41598-019-46977-0
https://www.ncbi.nlm.nih.gov/pubmed/31324853
https://doi.org/10.1146/annurev.pharmtox.48.113006.094626
https://doi.org/10.1517/17425250902997967
https://www.ncbi.nlm.nih.gov/pubmed/19545213
https://www.fda.gov/drugs/drug-interactions-labeling/drug-interactions-relevant-regulatory-guidance-and-policy-documents
https://www.fda.gov/drugs/drug-interactions-labeling/drug-interactions-relevant-regulatory-guidance-and-policy-documents
https://doi.org/10.5414/CPP48192
https://www.ncbi.nlm.nih.gov/pubmed/20197013
https://doi.org/10.1111/j.1742-7843.2010.00574.x
https://doi.org/10.1038/sj.bjp.0703150
https://doi.org/10.2133/dmpk.DMPK-13-RG-127
https://doi.org/10.1016/j.clpt.2006.07.007
https://www.ncbi.nlm.nih.gov/pubmed/17112805
https://www.ncbi.nlm.nih.gov/pubmed/33459228
https://doi.org/10.3892/ijo.2023.5567
https://www.ncbi.nlm.nih.gov/pubmed/37654171
https://doi.org/10.1016/j.drup.2020.100681
https://www.ncbi.nlm.nih.gov/pubmed/32014648
https://doi.org/10.1007/s13318-020-00651-3
https://doi.org/10.1016/j.toxlet.2016.07.710
https://www.ncbi.nlm.nih.gov/pubmed/27491883
https://doi.org/10.1007/s40262-020-00867-1

Pharmaceuticals 2023, 16, 1715 18 of 21

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

89.

90.

91.

92.

Vilas-Boas, V,; Silva, R.; Palmeira, A.; Sousa, E.; Ferreira, L.M.; Branco, P.S.; Carvalho, F.; Bastos, M.D.L.; Remiao, F. Development
of Novel Rifampicin-Derived P-Glycoprotein Activators/Inducers. Synthesis, In Silico Analysis and Application in the RBE4 Cell
Model, Using Paraquat as Substrate. PLoS ONE 2013, 8, €74425. [CrossRef]

Sérée, E.; Villard, PH.; Hevér, A.; Guigal, N.; Puyoou, F,; Charvet, B.; Point-Scomma, H.; Lechevalier, E.; Lacarelle, B.; Barra, Y.
Modulation of MDR1 and CYP3A Expression by Dexamethasone: Evidence for an Inverse Regulation in Adrenals. Biochem.
Biophys. Res. Commun. 1998, 252, 392-395. [CrossRef]

Pinto, Y.M.; Elliott, PM.; Arbustini, E.; Adler, Y.; Anastasakis, A.; Bohm, M.; Duboc, D.; Gimeno, J.; de Groote, P.; Imazio, M.; et al.
Proposal for a revised definition of dilated cardiomyopathy, hypokinetic non-dilated cardiomyopathy, and its implications for
clinical practice: A position statement of the ESC working group on myocardial and pericardial diseases. Eur. Heart ]. 2016, 37,
1850-1858. [CrossRef]

Cojan-Minzat, B.O.; Zlibut, A.; Agoston-Coldea, L. Non-ischemic dilated cardiomyopathy and cardiac fibrosis. Heart Fail. Rev.
2021, 26, 1081-1101. [CrossRef] [PubMed]

Sekulic, M.; Zacharias, M.; Medalion, B. Ischemic Cardiomyopathy and Heart Failure. Circ. Heart Fail. 2019, 12, e006006.
[CrossRef]

Baris, N.; Kalkan, S.; Giineri, S.; Bozdemir, V.; Guven, H. Influence of carvedilol on serum digoxin levels in heart failure: Is there
any gender difference? Eur. J. Clin. Pharmacol. 2006, 62, 535-538. [CrossRef]

Bauer, M.; Karch, R.; Neumann, F.; Abrahim, A.; Wagner, C.C.; Kletter, K.; Miiller, M.; Zeitlinger, M.; Langer, O. Age dependency
of cerebral P-gp function measured with (R)-[11C]verapamil and PET. Eur. . Clin. Pharmacol. 2009, 65, 941-946. [CrossRef]
[PubMed]

Hoffmeyer, S.; von Richter Burk, O.; Arnold, H.P.,; Brockméller, J.; Johne, A.; Cascorbi, I; Gerloff, T.; Roots, I.; Eichelbaum, M.;
Brinkmann, U. Functional polymorphisms of the human multidrug-resistance gene: Multiple sequence variations and correlation
of one allele with P-glycoprotein expression and activity in vivo. Proc. Natl. Acad. Sci. USA 2000, 97, 3473-3478. [CrossRef]
[PubMed]

Ameyaw, M.-M.; Regateiro, F,; Li, T.; Liu, X.; Tarig, M.; Mobarek, A.; Thornton, N.; Folayan, G.O.; Githang'a, J.; Indalo, A.; et al.
MDRI1 pharmacogenetics: Frequency of the C3435T mutation in exon 26 is significantly influenced by ethnicity. Pharmacogenetics
Genom. 2001, 11, 217-221. [CrossRef]

Silva, R.; Vilas-Boas, V.; Carmo, H.; Dinis-Oliveira, R.J.; Carvalho, F.; de Lourdes Bastos, M.; Remiao, F. Modulation of P-
glycoprotein efflux pump: Induction and activation as a therapeutic strategy. Pharmacol. Ther. 2015, 149, 1-123. [CrossRef]
[PubMed]

Kelly, ].M.; Babich, ].W. PET Tracers for Imaging Cardiac Function in Cardio-oncology. Curr. Cardiol. Rep. 2022, 24, 247-260.
[CrossRef]

Tomasi, G.; Turkheimer, F.; Aboagye, E. Importance of Quantification for the Analysis of PET Data in Oncology: Review of
Current Methods and Trends for the Future. Mol. Imaging Biol. 2012, 14, 131-146. [CrossRef]

Kannan, P; John, C.; Zoghbi, S.S.; Halldin, C.; Gottesman, M.M.; Innis, R.B.; Hall, M.D. Imaging the Function of P-Glycoprotein
With Radiotracers: Pharmacokinetics and In Vivo Applications. Clin. Pharmacol. Ther. 2009, 86, 368-377. [CrossRef]
Garcia-Varela, L.; Arif, WM.; Véllez Garcia, D.; Kakiuchi, T.; Ohba, H.; Harada, N.; Tago, T.; Elsinga, PH.; Tsukada, H.; Colabufo,
N.A.; et al. Pharmacokinetic Modeling of [18F]MC225 for Quantification of the P-Glycoprotein Function at the Blood—Brain
Barrier in Non-Human Primates with PET. Mol. Pharm. 2020, 17, 3477-3486. [CrossRef]

Luurtsema, G.; Molthoff, C.EM.; Schuit, R.C.; Windhorst, A.D.; Lammertsma, A.A.; Franssen, E.J.F. Evaluation of (R)-
[11C]verapamil as PET tracer of P-glycoprotein function in the blood-brain barrier: Kinetics and metabolism in the rat. Nucl.
Med. Biol. 2005, 32, 87-93. [CrossRef]

Savolainen, H.; Windhorst, A.D.; Elsinga, P.H.; Cantore, M.; Colabufo, N.A.; Willemsen, A.T.M.; Luurtsema, G. Evaluation of
[18F]MC225 as a PET radiotracer for measuring P-glycoprotein function at the blood-brain barrier in rats: Kinetics, metabolism,
and selectivity. J. Cereb. Blood Flow Metab. 2016, 37, 1286-1298. [CrossRef] [PubMed]

Garcia-Varela, L.; Garcia, D.V.; Kakiuchi, T.; Ohba, H.; Nishiyama, S.; Tago, T.; Elsinga, PH.; Tsukada, H.; Colabufo, N.A.; Dierckx,
R.A.J.O.; et al. Pharmacokinetic Modeling of (R)-[11C]verapamil to Measure the P-Glycoprotein Function in Nonhuman Primates.
Mol. Pharm. 2021, 18, 416-428. [CrossRef] [PubMed]

Mark, M.; David, A.M.; Jeanne, M.L.; Steve, S.; Ann, C.C.; Lucy, S.; Jashvant, D.U. Imaging of Cyclosporine Inhibition of
P-Glycoprotein Activity Using 11C—verapamil in the Brain: Studies of Healthy Humans. J. Nucl. Med. 2009, 50, 1267. [CrossRef]
Hernandez-Lozano, I.; Mairinger, S.; Filip, T.; Sauberer, M.; Wanek, T.; Stanek, J.; Sake, J.A.; Pekar, T.; Ehrhardt, C.; Langer, O. PET
imaging to assess the impact of P-glycoprotein on pulmonary drug delivery in rats. J. Control. Release 2022, 342, 44-52. [CrossRef]
[PubMed]

Mairinger, S.; Herndndez-Lozano, L; Filip, T.; Lobsch, M.; Stanek, J.; Zeitlinger, M.; Hacker, M.; Tournier, N.; Wanek, T.; Ehrhardt,
C.; et al. Influence of P-glycoprotein on pulmonary disposition of the model substrate [!!C]metoclopramide assessed by PET
imaging in rats. Eur. J. Pharm. Sci. 2023, 183, 106404. [CrossRef] [PubMed]

Bao, X.; Lu, S.; Liow, J.-S.; Morse, C.L.; Anderson, K.B.; Zoghbi, S.S.; Innis, R.B.; Pike, VW. ["1C]Rhodamine-123: Synthesis and
biodistribution in rodents. Nucl. Med. Biol. 2012, 39, 1128-1136. [CrossRef]

Laberge, P.; Martineau, P; Sebajang, H.; Lalonde, G. Verapamil intoxication after substitution of immediate-release for extended-
release verapamil. Am. J. Health-Syst. Pharm. 2001, 58, 402-405. [CrossRef]


https://doi.org/10.1371/journal.pone.0074425
https://doi.org/10.1006/bbrc.1998.9662
https://doi.org/10.1093/eurheartj/ehv727
https://doi.org/10.1007/s10741-020-09940-0
https://www.ncbi.nlm.nih.gov/pubmed/32170530
https://doi.org/10.1161/CIRCHEARTFAILURE.119.006006
https://doi.org/10.1007/s00228-006-0138-7
https://doi.org/10.1007/s00228-009-0709-5
https://www.ncbi.nlm.nih.gov/pubmed/19655132
https://doi.org/10.1073/pnas.97.7.3473
https://www.ncbi.nlm.nih.gov/pubmed/10716719
https://doi.org/10.1097/00008571-200104000-00005
https://doi.org/10.1016/j.pharmthera.2014.11.013
https://www.ncbi.nlm.nih.gov/pubmed/25435018
https://doi.org/10.1007/s11886-022-01641-4
https://doi.org/10.1007/s11307-011-0514-2
https://doi.org/10.1038/clpt.2009.138
https://doi.org/10.1021/acs.molpharmaceut.0c00514
https://doi.org/10.1016/j.nucmedbio.2004.06.007
https://doi.org/10.1177/0271678X16654493
https://www.ncbi.nlm.nih.gov/pubmed/27354093
https://doi.org/10.1021/acs.molpharmaceut.0c01014
https://www.ncbi.nlm.nih.gov/pubmed/33315404
https://doi.org/10.2967/jnumed.108.059162
https://doi.org/10.1016/j.jconrel.2021.12.031
https://www.ncbi.nlm.nih.gov/pubmed/34971693
https://doi.org/10.1016/j.ejps.2023.106404
https://www.ncbi.nlm.nih.gov/pubmed/36773747
https://doi.org/10.1016/j.nucmedbio.2012.06.013
https://doi.org/10.1093/ajhp/58.5.402

Pharmaceuticals 2023, 16, 1715 19 of 21

93.

94.

95.

96.

97.

98.

99.

100.

101.

102.

103.

104.

105.

106.

107.

108.

109.

110.

111.

112.

113.

Luurtsema, G.; Molthoff, C.EM.; Windhorst, A.D.; Smit, ] W.; Keizer, H.; Boellaard, R.; Lammertsma, A.A.; Franssen, E.J.E. (R)-and
(S)-["'Clverapamil as PET-tracers for measuring P-glycoprotein function: In vitro and in vivo evaluation. Nucl. Med. Biol. 2003,
30, 747-751. [CrossRef]

Waldegger, S.; Niemeyer, G.; Morike, K.; Wagner, C.; Suessbrich, H.; Busch, A.; Lang, F; Eichelbaum, M. Effect of verapamil
enantiomers and metabolites on cardiac K+ channels expressed in Xenopus oocytes. Cell. Physiol. Biochem. 1999, 9, 81-89.
[CrossRef] [PubMed]

Garcia-Varela, L.; Mossel, P.; Aguiar, P.; Vazquez-Matias, D.A.; van Waarde, A.; Willemsen, A.T.M.; Bartels, A.L.; Colabufo, N.A;
Dierckx, R.A.J.O.; Elsinga, P.H.; et al. Dose-response assessment of cerebral P-glycoprotein inhibition in vivo with [(*F]MC225
and PET. J. Control. Release 2022, 347, 500-507. [CrossRef] [PubMed]

Garcia-Varela, L.; Rodriguez-Pérez, M.; Custodia, A.; Moraga-Amaro, R.; Colabufo, N.A.; Aguiar, P.; Sobrino, T.; Dierckx, R.A.J.O,;
van Waarde, A.; Elsinga, PH.; et al. In Vivo Induction of P-Glycoprotein Function can be Measured with [B8F]IMC225 and PET.
Mol. Pharm. 2021, 18, 3073-3085. [CrossRef] [PubMed]

Passchier, J.; van Waarde, A.; Doze, P.; Elsinga, P.H.; Vaalburg, W. Influence of P-glycoprotein on brain uptake of [18F]MPPF in
rats. Eur. |. Pharmacol. 2000, 407, 273-280. [CrossRef]

Lacan, G.; Plenevaux, A.; Rubins, D.J.; Way, B.M.; Defraiteur, C.; Lemaire, C.; Aerts, ].; Luxen, A.; Cherry, S.R.; Melega, W.P.
Cyclosporine, a P-glycoprotein modulator, increases [18F[MPPF uptake in rat brain and peripheral tissues: microPET and ex vivo
studies. Eur. J. Nucl. Med. Mol. Imaging 2008, 35, 2256-2266. [CrossRef]

Passchier, J.; Comley, R.; Salinas, C.; Rabiner, E.; Gunn, R.; Cunningham, V.; Wilson, A.; Houle, S.; Gee, A.; Laruelle, M. The role of
P-glycoprotein on blood brain barrier permeability of [11C] Loperamide in humans. Neuroimage 2008, 41, T192. [CrossRef]
Edna, F.C,; Daniel, K.; Mordechai, M.; Tadashi, O.; Sheila, D.S.; James, N.H.; Hartmut, G.; Richard, B.K.; Alastair, J.].W.; Grant,
R.W. Differential in Vivo Sensitivity to Inhibition of P-glycoprotein Located in Lymphocytes, Testes, and the Blood-Brain Barrier.
J. Pharmacol. Exp. Ther. 2006, 317, 1012. [CrossRef]

Nicholas, S.; Sami, S.Z.; Jeih-San, L.; William, K.; Peter, H.; Kimberly, J.; Robert, L.G.; Andrew, T.; Victor, W.P.; Robert, B.L
Human Brain Imaging and Radiation Dosimetry of ' C-N-Desmethyl-Loperamide, a PET Radiotracer to Measure the Function of
P-Glycoprotein. J. Nucl. Med. 2009, 50, 807. [CrossRef]

Sami, S.Z.; Jeih-San, L.; Fumihiko, Y.; Jinsoo, H.; Edward, T.; Neva, L.; Robert, L.G.; Victor, W.P,; Robert, B.I. 11C—Loperamide and
Its N-Desmethyl Radiometabolite Are Avid Substrates for Brain Permeability-Glycoprotein Efflux. J. Nucl. Med. 2008, 49, 649.
[CrossRef]

Géraldine, P.; Solene, M.; Sébastien, G.; Sylvain, A.; Marie-Anne, P.; Simon, S.; Raphaél, B.; Frédéric, D.; Iréne, B.; Fabien, C.; et al.
Imaging the Impact of the P-Glycoprotein (ABCB1) Function on the Brain Kinetics of Metoclopramide. J. Nucl. Med. 2016, 57, 309.
[CrossRef]

Sylvain, A.; Fabien, C.; Soléne, M.; Catriona, W.; Martin, B.; Oliver, L.; Iréne, B.; Sébastien, G.; Nicolas, T. P-Glycoprotein (ABCB1)
Inhibits the Influx and Increases the Efflux of HC-Metoclopramide Across the Blood—Brain Barrier: A PET Study on Nonhuman
Primates. J. Nucl. Med. 2018, 59, 1609. [CrossRef]

Nicolas, T.; Martin, B.; Verena, P.; Lukas, N.; Eva-Maria, K.; Karsten, B.; Peter, M.; Maria, W.; Rudolf, K.; Fabien, C.; et al. Impact
of P-Glycoprotein Function on the Brain Kinetics of the Weak Substrate ' C-Metoclopramide Assessed with PET Imaging in
Humans. J. Nucl. Med. 2019, 60, 985. [CrossRef]

Pichler, V.; Ozenil, M.; Bamminger, K.; Vraka, C.; Hacker, M.; Langer, O.; Wadsak, W. Pitfalls and solutions of the fully-automated
radiosynthesis of [(11)C]metoclopramide. EINMMI Radiopharm. Chem. 2019, 4, 31. [CrossRef] [PubMed]

Luurtsema, G.; Schuit, R.C.; Klok, R.P; Verbeek, J.; Leysen, ].E.; Lammertsma, A.A.; Windhorst, A.D. Evaluation of [HC]laniquidar
as a tracer of P-glycoprotein: Radiosynthesis and biodistribution in rats. Nucl. Med. Biol. 2009, 36, 643-649. [CrossRef]

Dérner, B.; Kuntner, C.; Bankstahl, ].P.; Bankstahl, M.; Stanek, J.; Wanek, T.; Stundner, G.; Mairinger, S.; Loscher, W.; Miiller, M;
et al. Synthesis and Small-Animal Positron Emission Tomography Evaluation of [''C]-Elacridar As a Radiotracer to Assess the
Distribution of P-Glycoprotein at the Blood—Brain Barrier. J. Med. Chem. 2009, 52, 6073-6082. [CrossRef]

Bauer, M.; Blaickner, M.; Philippe, C.; Wadsak, W.; Hacker, M.; Zeitlinger, M.; Langer, O. Whole-Body Distribution and Radiation
Dosimetry of 11C_Elacridar and 11C—Tariquidar in Humans. J. Nucl. Med. 2016, 57, 1265. [CrossRef] [PubMed]

Bauer, F.; Kuntner, C.; Bankstahl, ].P.; Wanek, T.; Bankstahl, M.; Stanek, J.; Mairinger, S.; Dorner, B.; Loscher, W.; Miiller, M.; et al.
Synthesis and in vivo evaluation of [HC]tariquidar, a positron emission tomography radiotracer based on a third-generation
P-glycoprotein inhibitor. Bioorganic Med. Chem. 2010, 18, 5489-5497. [CrossRef]

Hernandez Lozano, I.; Bauer, M.; Wulkersdorfer, B.; Traxl, A.; Philippe, C.; Weber, M.; Héusler, S.; Stieger, B.; Jager, W.; Mairinger,
S.; et al. Measurement of Hepatic ABCB1 and ABCG2 Transport Activity with [11C]Tariquidar and PET in Humans and Mice.
Mol. Pharm. 2020, 17, 316-326. [CrossRef] [PubMed]

Vlaming, M.L.H.; Lappchen, T.; Jansen, H.T.; Kivits, S.; van Driel, A.; van de Steeg, E.; van der Hoorn, J.W.; Sio, C.E,; Steinbach,
0.C.; DeGroot, J. PET-CT imaging with ['8F]-gefitinib to measure Abcbla/1b (P-gp) and Abcg2 (Berpl) mediated drug—drug
interactions at the murine blood-brain barrier. Nucl. Med. Biol. 2015, 42, 833-841. [CrossRef]

Kawamura, K.; Yamasaki, T.; Yui, J.; Hatori, A.; Konno, E; Kumata, K.; Irie, T.; Fukumura, T.; Suzuki, K.; Kanno, L.; et al. In vivo
evaluation of P-glycoprotein and breast cancer resistance protein modulation in the brain using ['!C]gefitinib. Nucl. Med. Biol.
2009, 36, 239-246. [CrossRef]


https://doi.org/10.1016/S0969-8051(03)00078-7
https://doi.org/10.1159/000016304
https://www.ncbi.nlm.nih.gov/pubmed/10394001
https://doi.org/10.1016/j.jconrel.2022.05.026
https://www.ncbi.nlm.nih.gov/pubmed/35588934
https://doi.org/10.1021/acs.molpharmaceut.1c00302
https://www.ncbi.nlm.nih.gov/pubmed/34228458
https://doi.org/10.1016/S0014-2999(00)00752-4
https://doi.org/10.1007/s00259-008-0832-z
https://doi.org/10.1016/j.neuroimage.2008.04.159
https://doi.org/10.1124/jpet.105.099648
https://doi.org/10.2967/jnumed.108.058453
https://doi.org/10.2967/jnumed.107.047308
https://doi.org/10.2967/jnumed.115.164350
https://doi.org/10.2967/jnumed.118.210104
https://doi.org/10.2967/jnumed.118.219972
https://doi.org/10.1186/s41181-019-0083-2
https://www.ncbi.nlm.nih.gov/pubmed/31853677
https://doi.org/10.1016/j.nucmedbio.2009.03.004
https://doi.org/10.1021/jm900940f
https://doi.org/10.2967/jnumed.116.175182
https://www.ncbi.nlm.nih.gov/pubmed/27081167
https://doi.org/10.1016/j.bmc.2010.06.057
https://doi.org/10.1021/acs.molpharmaceut.9b01060
https://www.ncbi.nlm.nih.gov/pubmed/31790256
https://doi.org/10.1016/j.nucmedbio.2015.07.004
https://doi.org/10.1016/j.nucmedbio.2008.12.006

Pharmaceuticals 2023, 16, 1715 20 of 21

114.

115.

116.

117.

118.

119.

120.

121.

122.

123.

124.

125.

126.

127.

128.

129.

130.

131.

132.

133.

134.

Kannan, P; Fiiredi, A.; Dizdarevic, S.; Wanek, T.; Mairinger, S.; Collins, J.; Falls, T.; van Dam, R.M.; Maheshwari, D.; Lee, ].T.; et al.
In vivo characterization of ['8FJAVT-011 as a radiotracer for PET imaging of multidrug resistance. Eur. J. Nucl. Med. Mol. Tmaging
2020, 47, 2026-2035. [CrossRef] [PubMed]

Okamura, T.; Kikuchi, T.; Okada, M.; Toramatsu, C.; Fukushi, K.; Takei, M.; Irie, T. Noninvasive and Quantitative Assessment
of the Function of Multidrug Resistance-Associated Protein 1 in the Living Brain. J. Cereb. Blood Flow Metab. 2008, 29, 504-511.
[CrossRef] [PubMed]

Severin, M.; Johannes, A.S; Irene Hernandez, L.; Thomas, E; Michael, S.; Johann, S.; Thomas, W.; Carsten, E.; Oliver, L. Assessing
the Activity of Multidrug Resistance—Associated Protein 1 at the Lung Epithelial Barrier. J. Nucl. Med. 2020, 61, 1650. [CrossRef]
Luurtsema, G.; Elsinga, P; Dierckx, R.; Boellaard, R.; Waarde, A.V. PET tracers for imaging of ABC transporters at the blood-brain
barrier: Principles and strategies. Curr. Pharm. Des. 2016, 22, 5779-5785. [CrossRef] [PubMed]

Mossel, P,; Bartels, A.L.; de Deyn, P.P.; Luurtsema, G. The Role of P-Glycoprotein at the Blood—-Brain Barrier in Neurological and
Psychiatric Disease. In PET and SPECT in Psychiatry; Dierckx, R.A.J.O., Otte, A., de Vries, E.E]., van Waarde, A., Sommer, LE.,
Eds.; Springer International Publishing: Cham, Switzerland, 2021; pp. 45-81. [CrossRef]

Hendrikse, N.H.; Schinkel, A.H.; De Vries, E.G.E.; Fluks, E.; Van der Graaf, W.T.A.; Willemsen, A.T.M.; Vaalburg, W.; Franssen,
E.J.F. Complete in vivo reversal of P-glycoprotein pump function in the blood-brain barrier visualized with positron emission
tomography. Br. |. Pharmacol. 1998, 124, 1413-1418. [CrossRef] [PubMed]

Young-Joo, L.; Jun, M.; Hiroyuki, K.; Takashi, O.; Motoki, L; Yuji, N.; Shigeru, O.; Ryuji, N.; Kazutoshi, S.; Yuichi, S.; et al. In Vivo
Evaluation of P-glycoprotein Function at the Blood-Brain Barrier in Nonhuman Primates Using [''C]Verapamil. J. Pharmacol. Exp.
Ther. 2006, 316, 647. [CrossRef]

Bart, J.; Willemsen, A.T.M.; Groen, HJ.M.; van der Graaf, W.T.A.; Wegman, T.D.; Vaalburg, W.; de Vries, E.G.E.; Hendrikse, N.H.
Quantitative assessment of P-glycoprotein function in the rat blood-brain barrier by distribution volume of [!'C]verapamil
measured with PET. Neurolmage 2003, 20, 1775-1782. [CrossRef]

Kortekaas, R.; Leenders, K.L.; Van Oostrom, ]J.C.; Vaalburg, W.; Bart, J.; Willemsen, A.T.; Hendrikse, N.H. Blood-brain barrier
dysfunction in parkinsonian midbrain in vivo. Ann. Neurol. 2005, 57, 176-179. [CrossRef]

Toornvliet, R.; van Berckel, B.N.M.; Luurtsema, G.; Lubberink, M.; Geldof, A.A.; Bosch, T.M.; Oerlemans, R.; Lammertsma, A.A.;
Franssen, E.J.F. Effect of age on functional P-glycoprotein in the blood-brain barrier measured by use of (R)-[11C]verapamil and
positron emission tomography. Clin. Pharmacol. Ther. 2006, 79, 540-548. [CrossRef]

Brunner, M.; Langer, O.; Sunder-Plassmann, R.; Dobrozemsky, G.; Miiller, U.; Wadsak, W.; Krcal, A.; Karch, R.; Mannhalter,
C.; Dudczak, R; et al. Influence of functional haplotypes in the drug transporter gene ABCB1 on central nervous system drug
distribution in humans. Clin. Pharmacol. Ther. 2005, 78, 182-190. [CrossRef]

Sasongko, L.; Link, ].M.; Muzi, M.; Mankoff, D.A.; Yang, X.; Collier, A.C.; Shoner, S.C.; Unadkat, ].D. Imaging P-glycoprotein
Transport Activity at the Human Blood-brain Barrier with Positron Emission Tomography. Clin. Pharmacol. Ther. 2005, 77, 503-514.
[CrossRef] [PubMed]

Mossel, P.; Arif, WM.; De Souza, G.S.; Varela, L.G.; van der Weijden, C.W.].; Boersma, H.H.; Willemsen, A.T.M.; Boellaard, R.;
Elsinga, PH.; Borra, R.J.H.; et al. Quantification of P-glycoprotein function at the human blood-brain barrier using [(18)FIMC225
and PET. Eur. J. Nucl. Med. Mol. Imaging 2023, 50, 3917-3927. [CrossRef] [PubMed]

Fusi, F; Durante, M.; Gorelli, B.; Perrone, M.G.; Colabufo, N.A.; Saponara, S. MC225, a Novel Probe for P-glycoprotein PET
Imaging at the Blood-brain Barrier: In Vitro Cardiovascular Safety Evaluation. ]. Cardiovasc. Pharmacol. 2017, 70, 405-410.
[CrossRef] [PubMed]

Costes, N.; Merlet, I.; Zimmer, L.; Lavenne, F; Cinotti, L.; Delforge, J.; Luxen, A.; Pujol, J.-F,; Bars, D.L. Modeling [18F]MPPF
Positron Emission Tomography Kinetics for the Determination of 5-Hydroxytryptamine(1A) Receptor Concentration with
Multiinjection. J. Cereb. Blood Flow Metab. 2002, 22, 753-765. [CrossRef]

Elsinga, P.H.; Hendrikse, N.H.; Bart, J.; van Waarde, A.; Vaalburg, W. Positron Emission Tomography Studies on Binding of
Central Nervous System Drugs and P-Glycoprotein Function in the Rodent Brain. Mol. Imaging Biol. 2005, 7, 37-44. [CrossRef]
la Fougere, C.; Boning, G.; Bartmann, H.; Wangler, B.; Nowak, S.; Just, T.; Wagner, E.; Winter, P.; Rominger, A.; Forster, S.; et al.
Uptake and binding of the serotonin 5-HT1A antagonist ['8F]-MPPF in brain of rats: Effects of the novel P-glycoprotein inhibitor
tariquidar. Neurolmage 2010, 49, 1406-1415. [CrossRef]

Merlet, I.; Ostrowsky, K.; Costes, N.; Ryvlin, P,; Isnard, J.; Faillenot, I.; Lavenne, E; Dufournel, D.; Le Bars, D.; Mauguiére, F.
5-HT1A receptor binding and intracerebral activity in temporal lobe epilepsy: An [\8F]MPPF-PET study. Brain 2004, 127, 900-913.
[CrossRef]

Tournier, N.; Cisternino, S.; Peyronneau, M.-A.; Goutal, S.; Dolle, E; Scherrmann, J.-M.; Bottlaender, M.; Saba, W.; Valette,
H. Discrepancies in the P-glycoprotein-Mediated Transport of I8E_MPPF: A Pharmacokinetic Study in Mice and Non-human
Primates. Pharm. Res. 2012, 29, 2468-2476. [CrossRef]

Tournier, N.; Valette, H.; Peyronneau, M.-A.; Saba, W.; Goutal, S.; Kuhnast, B.; Doll¢, F.; Scherrmann, J.-M.; Cisternino, S.;
Bottlaender, M. Transport of Selected PET Radiotracers by Human P-Glycoprotein (ABCB1) and Breast Cancer Resistance Protein
(ABCG2): An In Vitro Screening. J. Nucl. Med. 2011, 52, 415-423. [CrossRef]

Lee, J.S.; Paull, K,; Alvarez, M.; Hose, C.; Monks, A.; Grever, M.; Fojo, A.T.; Bates, S.E. Rhodamine efflux patterns predict
P-glycoprotein substrates in the National Cancer Institute drug screen. Mol. Pharmacol. 1994, 46, 627.


https://doi.org/10.1007/s00259-019-04589-w
https://www.ncbi.nlm.nih.gov/pubmed/31729540
https://doi.org/10.1038/jcbfm.2008.135
https://www.ncbi.nlm.nih.gov/pubmed/18985052
https://doi.org/10.2967/jnumed.120.244038
https://doi.org/10.2174/1381612822666160810123634
https://www.ncbi.nlm.nih.gov/pubmed/27568733
https://doi.org/10.1007/978-3-030-57231-0_3
https://doi.org/10.1038/sj.bjp.0701979
https://www.ncbi.nlm.nih.gov/pubmed/9723952
https://doi.org/10.1124/jpet.105.088328
https://doi.org/10.1016/S1053-8119(03)00405-1
https://doi.org/10.1002/ana.20369
https://doi.org/10.1016/j.clpt.2006.02.004
https://doi.org/10.1016/j.clpt.2005.04.011
https://doi.org/10.1016/j.clpt.2005.01.022
https://www.ncbi.nlm.nih.gov/pubmed/15961982
https://doi.org/10.1007/s00259-023-06363-5
https://www.ncbi.nlm.nih.gov/pubmed/37552369
https://doi.org/10.1097/FJC.0000000000000536
https://www.ncbi.nlm.nih.gov/pubmed/28877068
https://doi.org/10.1097/00004647-200206000-00014
https://doi.org/10.1007/s11307-005-0951-x
https://doi.org/10.1016/j.neuroimage.2009.09.048
https://doi.org/10.1093/brain/awh109
https://doi.org/10.1007/s11095-012-0776-7
https://doi.org/10.2967/jnumed.110.079608

Pharmaceuticals 2023, 16, 1715 21 of 21

135.

136.

137.

138.

139.

140.

141.

142.

143.

Jones, L.W.; Narayan, K.S.; Shapiro, C.E.; Sweatman, T.W. Rhodamine-123: Therapy for Hormone Refractory Prostate Cancer, A
Phase I Clinical Trial. J. Chemother. 2005, 17, 435-440. [CrossRef]

Zoufal, V,; Mairinger, S.; Krohn, M.; Wanek, T.; Filip, T.; Sauberer, M.; Stanek, J.; Traxl, A.; Schuetz, ].D.; Kuntner, C.; et al. Influence
of Multidrug Resistance-Associated Proteins on the Excretion of the ABCC1 Imaging Probe 6-Bromo-7-[11C]Methylpurine in
Mice. Mol. Imaging Biol. 2019, 21, 306-316. [CrossRef]

Okamura, T; Kikuchi, T.; Okada, M.; Wakizaka, H.; Zhang, M.-R. Imaging of Activity of Multidrug Resistance—Associated Protein
1 in the Lungs. Am. ]. Respir. Cell Mol. Biol. 2013, 49, 335-340. [CrossRef] [PubMed]

Zoufal, V.; Mairinger, S.; Krohn, M.; Wanek, T.; Filip, T.; Sauberer, M.; Stanek, J.; Kuntner, C.; Pahnke, J.; Langer, O. Measurement
of cerebral ABCC1 transport activity in wild-type and APP/PS1-21 mice with positron emission tomography. J. Cereb. Blood Flow
Metab. 2019, 40, 954-965. [CrossRef] [PubMed]

Schwach, V.; Slaats, R.H.; Passier, R. Human Pluripotent Stem Cell-Derived Cardiomyocytes for Assessment of Anticancer
Drug-Induced Cardiotoxicity. Front. Cardiovasc. Med. 2020, 7, 50. [CrossRef] [PubMed]

Di Sopra, L.; Piccini, D.; Coppo, S.; Stuber, M.; Yerly, ]. An automated approach to fully self-gated free-running cardiac and
respiratory motion-resolved 5D whole-heart MRI. Magn. Reson. Med. 2019, 82, 2118-2132. [CrossRef] [PubMed]

Syvanen, S.; Lindhe, O.; Palner, M.; Kornum, B.R.; Rahman, O; Léngstrom, B.; Knudsen, G.M.; Hammarlund-Udenaes, M.
Species Differences in Blood-Brain Barrier Transport of Three Positron Emission Tomography Radioligands with Emphasis on
P-Glycoprotein Transport. Drug Metab. Dispos. 2009, 37, 635-643. [CrossRef] [PubMed]

Clement, C.; Birindelli, G.; Pizzichemi, M.; Pagano, F.; Kruithof-De Julio, M.; Ziegler, S.; Rominger, A.; Auffray, E.; Shi, K. Concept
development of an on-chip PET system. EINMMI Phys. 2022, 9, 38. [CrossRef]

Ribeiro, M.C.; Rivera-Arbeldez, ].M.; Cofifio-Fabres, C.; Schwach, V.; Slaats, R.H.; Ten Den, S.A.; Vermeul, K.; van den Berg,
A.; Pérez-Pomares, ].M.; Segerink, L.I; et al. A New Versatile Platform for Assessment of Improved Cardiac Performance in
Human-Engineered Heart Tissues. . Pers. Med. 2022, 12, 214. [CrossRef]

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/10.1179/joc.2005.17.4.435
https://doi.org/10.1007/s11307-018-1230-y
https://doi.org/10.1165/rcmb.2012-0275MA
https://www.ncbi.nlm.nih.gov/pubmed/23596979
https://doi.org/10.1177/0271678X19854541
https://www.ncbi.nlm.nih.gov/pubmed/31195936
https://doi.org/10.3389/fcvm.2020.00050
https://www.ncbi.nlm.nih.gov/pubmed/32322588
https://doi.org/10.1002/mrm.27898
https://www.ncbi.nlm.nih.gov/pubmed/31321816
https://doi.org/10.1124/dmd.108.024745
https://www.ncbi.nlm.nih.gov/pubmed/19047468
https://doi.org/10.1186/s40658-022-00467-x
https://doi.org/10.3390/jpm12020214

	Introduction 
	ABC Transporters of the Heart 
	ABC Transporters 
	ABC Transporter Families in Cardiac Tissue 
	P-gp Expression in Cardiac Tissue 

	Regulation of P-gp in the Heart 
	Substrates of P-gp 
	Inhibitors of P-gp 
	Inducers and Activators of P-gp 
	Heart Diseases Affecting P-gp Function 
	Other Factors Affecting P-gp Function 

	PET Imaging 
	Methods to Measure ABC Transporters Function with PET 
	PET Tracers for Measuring P-gp Function 
	[11C]verapamil and (R)-[11C]verapamil 
	[18F]MC225 
	[18F] and [11C]gefitinib 
	[18F]MPPF 
	[11C]rhodamine-123 
	[11C]loperamide and [11C]dLop 
	[11C]metoclopramide 
	[18F]AVT-011 
	[11C]tariquidar, [11C]elacridar, and [11C]laniquidar 
	[11C]BMP 


	Discussion 
	Opportunities 
	Challenges 

	Conclusions 
	References

