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Abstract

Drug delivery is an integral part of the drug development process, influencing safety and efficacy of active pharmaceutical ingredients. The application of
nanotechnology has enabled the discovery of novel formulations for numerous therapeutic purposes across multiple disease areas. However, evaluation
of novel formulations in clinical scenarios is slow and hampered due to various ethical and logistical barriers. Computational models have the ability
to integrate existing domain knowledge and mathematical correlations, to rationalize the feasibility of using novel formulations for safely enhancing
drug delivery, identifying suitable candidates, and reducing the burden on preclinical and clinical studies. In this review, types of novel formulations and
their application through several routes of administration and the use of modeling approaches that can find application in different stages of the novel

formulation development process are discussed.
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The development and clinical application of pharma-
ceutical agents can be complicated by numerous factors,
including (but not limited to) issues related to the
route of administration, distribution to site of action,
metabolism of compounds, and subsequent elimina-
tion. Novel formulations can be used for enhancing
drug distribution, increasing absorption and penetra-
tion in relevant tissues/cells, and limiting metabolism
and elimination.

The application of nanotechnology for medical pur-
poses is termed nanomedicine and is defined as the use
of nanomaterials for diagnosis, monitoring, control,
prevention, and treatment of disease.! While this review
focuses predominantly on novel formulations for drug
delivery, it is important to note that nanoformulations
can find application in a broad range of fields including
energy, electronics, food, and agriculture as well as
other areas of health and medicine, including medical
imaging, diagnostics, and translational research.” The
extent to which nanomaterials can find application in
such a wide range of fields is largely related to the vast
diversity among technological platforms that can be
exemplified by their use in nanomedicine.

The development of nanoformulations for drug de-
livery relies on the comprehensive understanding of the
overall delivery strategy in connection with the physical
composition of formulations, their specific route of
administration, the interaction with the active phar-
maceutical ingredient (API), and their distribution. To

date, formulations exist that are gaseous, liquid (solu-
tions, emulsion, and suspensions), semisolid (creams,
ointments, gels, and pastes), and solid (powders, gran-
ules, tablets, and capsules). These are approved for use
in a number of conditions including cancer, schizophre-
nia, diabetes, human immunodeficiency virus (HIV)
and other infections (Table 1). They might be ad-
ministered by subcutaneous (SC), intramuscular (IM),
intravenous, intradermal, or intraperitoneal injection
or infusion, or else, transdermally, orally, or across
mucous membranes such as those in the lung, nasal
passage, vagina, or rectum. The dosing strategy and
pharmacokinetic (PK) properties of the technological
platforms can be modeled using different computa-
tional approaches based on mechanisms of nanoformu-
lations/drugs distribution.

Department of Pharmacology and Therapeutics, Institute of Systems,
Molecular and Integrative Biology, University of Liverpool, Liverpool, UK

This is an open access article under the terms of the Creative Commons
Attribution-NonCommercial License, which permits use, distribution
and reproduction in any medium, provided the original work is properly
cited and is not used for commercial purposes.

Submitted for publication 16 March 2020; accepted 25 July 2020.

Corresponding Author:

Marco Siccardi, PhD, Department of Pharmacology and Therapeutics,
Institute of Systems, Molecular and Integrative Biology, University of
Liverpool, 70 Pembroke Place, Liverpool, L69 3GF, UK

Email: siccardi@liverpool.ac.uk


http://creativecommons.org/licenses/by-nc/4.0/
http://creativecommons.org/licenses/by-nc/4.0/

The Journal of Clinical Pharmacology / Vol 0 No 0 2020

(panunuon)
Aasqnd
91 £10T snoi03a.4d [eaauad) Jogay vOld a1eowed uypaoadii] | anpoadiiy
€91 £210T sareqelp 7 odA|. gy eosuszensy vOld opneuaxy 9s1>q UoaINPAg
saJaydsoudiw
adAa-pidy
01 ¥10T JU9Se 1SBIUOD pUNOSE.I|N odoelg 2dsa aplionjexay anyng uosewinT
191 ¥10T AleS8swoudy SILIBAON vOld ojeowed apnoauiseq Je| Jojudig
091 10T soaqelp 7 9dA| gy edsusze.nsy vOld S133Y3uAs spieUsx3y uoaunpAg
651 900C aouapuadap |oyod)y SauI|Y 91d auoxafeN JOAIA
JspJosip
891 £00T | Jejodiq ‘euauydoziyodg uassuef 91d auopliadsry BISUOD [epJadsiy
3ddd-0005-93dW
151 100T JuaSe ISEJIUOD PUNOSEII|N snayaue] pue‘Dddd ‘vdda ua.IN|yIad Aiuyag
951 000C J9oued 91e150.4d paduBApY uadus||y vOld a1eowed ulpaoadii] Jeasjau)
SSI 8661 Aje8awouoy SnJeAON vOld 9)8190B 9pN0AIIQO JE| uneISOpUERS
Jsoued
¥S1 5661 onelsod pasueApy aInqqy vO1d 91e1908 9pljoadna 10dop uoudn aJuaydsouiy
sea.oued 3dSA-000C-O3dIW auLio|y0.pAy
€91 S10T 33 JO BWOUIDIBI0USPY :mmn__ pue Dd4sd uedalouLl| ®U~A>_co
BIUDNI|
| 10T ansejqoydwA| andy uoje] uljpAwoduiyds s833 91BJ|NS SUNSULIDUIA | oqibaely
1S1 110T JNaYISSUE 8207 BJIDR 3dOd Pue DdOd suresealdng |oJedx3
0s1 6661 snojewoyduwi elloed 5ddd pue 5dOd aulqe.teIf) 1hoodag
4 1661 uopoayul [eBuny Se|[eIsy 95dSa pPue DdSH g upuoyduy dwosiquiy
pwojAw apliojyo0IpAy
14| 5661 ‘DUWI0DDS 4DUDD UDLIDAQ uassup[ 93d PUD DdSH aupignioxoq JdIxoq swosodr]
ERITENEIEN] a1eQ |erouddy uonesipu| Auedwon uonisodwor 1dv sweN 8nug A8ojouyda|

wia1sAg AJ4aAlp 3nu( 92uBApY UO paseg AJaAlldQ uonda(u| jo s1onpoud Snuq paroaddy-va4d °| a1qeL



Cottura et al

“W1d ‘102413 ausjAyrakiod ‘53 ‘o|qeardde 1ou ‘N {lod48auajdyrakiodAxoyiaw ‘54| ‘pIoe dljousydodiw ‘YdiA

“K12A119p 3nup 198.e1 paseq-A3ojouydsiouru parosddeuonensiuiwpy Enig pue poog S Isdidq

‘8nupoueu paroaddeuonensiuiwpy 8naQ pue poo4 s sdi4,
([p1oe] 211034}8-03-on3e)4|0d () D1d 2pRaejAjod

‘auljoyd}ApneydsoydhospareusdoupAy ‘DdSH ‘o194 |8 pneydsoydihoesisip ‘Odsq ulwejoueys|Apneyd

-soydjAo.ensip ‘34sq ouljoydjApneydsoydjholesip ‘Odsq ‘[049243|ApneydsoydjAonwiedip ‘544 euiwejouryrsjApneydsoydjhoks|olp ‘34O BuljoysjApneydsoydjhosjolp ‘DdOQ Quaipa.Jdul [eannadewdeyd aAnde |y

3uniwoa pue

181 1102 BOSNeU pake[op pue 21ndy uoJsH uoisinws pidi wendaudy nueAulD)
98| 9107 uonLINU [eJlUdIEg snjuaua.4 uoisinw pidi 110 ysi4 pidijows
aJnssaad
98l 800T poojq jo uononpay 1salyD uoisinws pidr auidipias| xa.dira|D
$81 000T eluaaydoziyog ewIeyd Sury| 10dsp 1O a1e0URdSp [opliadojeH 1oPIeH
€81 5/61 uonLINU [eJ3ludIeyd sniuasaly uols|nwa 184 |lo ueaghog uols|nwy
AIH AIA uoisuadsig diAeidn0qeD
sl s[ela [eduD AIH uassue[ uolsiadsiq BANUSQED)
181 uolssiwgng BUWOUIDJBD 318ISO.d 9559404 VN a1e|Asaw apijoadna VN
08I 8107 eluaaydoziyog JOIAIpU| 198 Sutw.ioy s uj suopLiadsiy S149S.49¢
Japuosip asn pioido
6L1 £10T 3.J3A8S 03 9343PO|y JOIAIpU| vOld suiydouaudng apedo|qng
8/l 910T SunNIWOoA pue easneN| uoJsH 19189 oy1IO uo.aISsIueID joasng
LL] 510T rluaaydoziyog S| [easudoueN |ixoune| ajozeadidLy epEISIIY
(yauowr-g)
91 S10T riuaaydoziyog uassuef [easAudoueN a1eyiwied suopliadijeq 'ZULD) B39AU|
SLI ¥10T riwJayaIadAy Jueudijely 9|3eg [easAdoueN| wnipos ausjo.aueq xapoueky
1741 €10T riuaaydoziyog »Ns10 |easAudoueN sjozeadidy rUIUIRW AJ|IQY
spnJedoueu apixo-uodi
€/ 6007 BlWAUE AdUSIdIEp Uo| Sewy pa1e0d-318.4pAY0q.e]) |o3kxown.a4 Swaye.s4
Ll 600C eluauydoziydg uassuef [easAudoueN a1eywied suopliadijeq BUUSISNS BS9AU|
1£1 600T rluaaydoziydg A3 [easAud0.diy a1eowed suidezue| Ardud|au exaudAZ
0Ll 00T AjeSawo.oy uasd) spmoueN 9181908 9ppoa.ueT] 30dep suiniewosg
122Upd>
3unj |22 [pws—uou
691 5007 492UDD 1SD3Iq JDISDIB|A/ SIXDIqY 3p2n4pdoupu U0y [9xDUPDY 2UDXDIqY
891 00T J30ued 21e1504d paduBApY Jew|o] vO1ld a1e1908 apijoadnaT pJedi3
snnuopoliad
£91 8661 3npe dluodys Jew|o] v1d 9182AY aulphdAxoq XOPpLIY
(uoisuadsns
uyoldn aul|[easAado.d1w)
991 6561 uondsdenuo) @ BlIDRWLIRYY uoisuadsig VdIN rJ9r0Ug-0dag
9pn.Jedoueu
591 561 J9A3) dnBWNSYY 'w.eyd 3ury| uoisuadsig ulpiuad suiyrezusg V-1 ulaig pue uoisuadsng
ERTENEIEN] a1eq [eroaddy uonesipu| Auedwor uonisodwor 1dV swepN 3nug A3ojouyda|

panunuo) | s|qeL



The Journal of Clinical Pharmacology / Vol 0 No 0 2020

A Liposomes
Phospholipid
bilayer
2
& &
A
Hydrophilic drug
&
Hydrophobic drug
L LJ

B Nanocrystals

Nanocrystalized drug

Stabilized drug

Figure I. Liposome and nanocrystal nanoformulation drug delivery systems.

Goals to improve drug absorption and distribution,
while taking into account metabolism and elimination
of therapeutic agents invoke a manipulation of both the
composition, structure, and compound encapsulation,
while also modifying the delivery mechanisms for those
drugs. These modifications might enhance biodistribu-
tion of drugs in a number of ways, for example, by
preventing degradation, targeting materials to the site
of action or enhancing absorption (eg, for hydrophobic
compounds).’

Extensive preclinical tests are essential to character-
ize the suitability of novel pharmacological agents. For
decades this has been largely reliant on the use of a
variety of models including in vitro models and animal
in vivo models. Both model systems are characterized
by relevant limitations related to physiological differ-
ences, methodological complexity, and ethical barriers.
Mathematical models can support the integration of
findings generated through in vitro and in vivo models,
resulting in a more rational application of existing
approaches and the reduction of animal use.

In this review, we describe some of the past and
recent advances in novel formulations and how math-
ematical modeling can support formulation develop-
ment and optimization.

Novel Formulations

The landscape of nanoformulations has evolved over
the years, and here we outline some past and present
formulation strategies currently under development.

Nanoformulations
In the early 1960s, iron nanoparticles (NPs) were
proposed as a treatment for anemia.** Since then,
the field of nanomedicine has grown rapidly with the
manufacture of a wide variety of nanomaterials in-
cluding inorganic, polymeric, solid drug nanoparticles
(SDNs), solid lipid NPs, nanoemulsions, dendrimers,
nanocrystals, and liposomes (Figure 1).%1?

Definitionally, nanomaterials broadly comprise nat-
ural, incidental, or manufactured particles within the
size range of 1 to 100 nm for at least 50% of the
particles.!® This means nanomaterials can be incredibly
varied in their structure and composition and still
defined nanomaterials. Materials can act as carriers for
APIs, be the active ingredient in and of themselves or
be attached to different types of molecules. They can be
modified in a variety of ways to enhance PK increasing
bioavailability, altering distribution, metabolism, and
elimination. >4 13

A series of recent reviews identified 28 nanomaterials
currently approved for clinical use by the Food and
Drug Administration or the European Medicines
Agency with many more currently under clinical
trial.'®!7 The majority of these approved nanomedi-
cines are indicated for use in cancer treatment, some
for iron replacement, for imaging and diagnostics, and
as vaccines.'®?" Table 1 summarizes products approved
for use by the Food and Drug Administration for
a wide range of medical purposes including cancer,
schizophrenia, infectious diseases including HIV and
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diabetes, and for contraception. The first clinically
approved nanomedicines, and perhaps the best char-
acterized to date, were liposomes. Liposome-based
nanomaterials are made up of natural and/or synthetic
lipids and surfactants built up into single or concentric
phospholipid bilayers that are physiologically similar to
biological membranes.® This similarity allows enhanced
bioavailability and the ability of the materials to cross
biological barriers with relative ease. Due to the bio-
compatibility of liposomes, these nanomaterials offer
many clinical benefits as drug delivery vehicles.®?!->?
They can be used to encapsulate drugs, protecting the
body until the material reaches the target tissue.’>>*
The protective capacity of the liposome also affords the
defense of the API from metabolism and degradation.”
This also confers a challenge of therapeutic liposome
use—the drug encapsulated within the liposome does
not become bioavailable until the drug is released.>>>%%’
Careful consideration of the properties of both the
liposome structure and the drug characteristics is re-
quired to ensure slow release of the drug within the ap-
propriate time frame. For example, highly hydrophobic
drugs, such as paclitaxel, are not well retained within
liposomes and are not considered good candidates for
delivery using liposomal NPs.?>?® Liposomes can also
be modified by altering the constituents of the outer
layer or the pH of the lumen of the liposome in order to
better retain drugs with certain characteristics.”! Lipo-
somes are particularly valuable in cancer therapeutics
due to the comparatively larger size of nanomaterials
compared to small molecule drugs. In normal healthy
tissue, blood vessels typically create a barrier too tight
for larger liposomes to pass; however, tumor sites
have characteristic “leaky” blood vessels comprising the
enhanced permeation and retention effect. This allows
the passive targeting of liposomes to these tissues.>’
Another relevant technological platform with great
potential to enhance drug delivery is represented by
nanocrystals. Nanocrystals are pure, solid, crystalline
particles with a mean diameter <1 pm. These materials
differ significantly from liposomes in the sense that they
are a carrier-free NP. Instead of acting as a delivery
system, encapsulating an active compound, the material
itself is the active compound. They provide an excel-
lent opportunity in the administration of hydrophobic
drugs, which cannot be encapsulated well in liposomes
and often have poor solubility and bioavailability when
administered without nanoformulation.®® Nanocrys-
talization increases the surface area-to-volume ratio,
improves dissolution rates, and enhances solubility of
hydrophobic drugs. A number of nanocrystal drug
products have been approved for medical use with oral
dosing, for a range of indications including for the
treatment of pain, inflammation, hypercholesterolemia,
and immunosuppression.” Nanocrystals or SDNs are

also widely used for long-acting (LA) and sustained-
release strategies as described in the section below.
The great complexity of the variety of structure
of nanomaterials provides significant challenges—at
present, many nanoformulations have poor bioavail-
ability when administered orally, which might be ame-
liorated by novel formulation techniques such as those
described below. Similarly, distribution can be ham-
pered when nanoformulations are exposed to the blood
as the complexity of these materials makes them
particularly susceptible to adduct formation. Proteins
circulating in the blood can bind to the nanomaterial,
forming a protein corona, and altering the PK of
those materials.’!*3 Nanomaterials are also frequently
subject to immunological responses both increasing
the risk of side effects in the body, and increasing
degradation and elimination of the material.3!*+3>

Biopharmaceuticals
Since the 1970s’ discovery of recombinant DNA
technology and subsequent invention of recombinant
human insulin, biopharmaceuticals have become
increasingly important agents in medicine.’**3% With
the exception of vaccinations, biopharmaceuticals pre-
dominantly comprise therapeutic proteins including
cytokines such as interferons, interleukins and hor-
mones, enzymes, coagulation factors, and monoclonal
antibodies.®®

In particular, monoclonal antibodies (mAbs) pro-
vide an opportunity for rapid development of novel
formulations for the use in a range of diseases in-
cluding cancer. mAbs themselves were first developed
in the 1970s with the fusion of myeloma cells and
mouse spleen cells; however, the scope of application of
these proteins provide such opportunity to revolution-
ize treatment that the potential of novel formulation
using these principles are myriad. This can include the
application of new types of mAbs to medical problems
that are without adequate treatment options, such as
chronic pain. Chronic pain presents a unique problem
in that the pain experienced by patients no longer serves
its usual function supporting injury management; in
fact, often chronic pain is not associated with any
remaining injury or bodily damage.* In many cases,
the pain experienced is related to neuronal plasticity
that has upregulated the response to pain signals in that
patient’s body. Thus, new studies are investigating the
value of mAbs that target nerve growth factor itself.*’

Other novel opportunities in the formulation of
mAbs include the development of novel administration
routes: until very recently, all mAbs have been delivered
intravenously over the course of 2 to 3 hours, but
recent advances mean orally administered mAbs are
under clinical trial.*'** A lack of bioavailability of
these proteins is the limiting factor for alternative de-
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livery systems. Similarly, protein pharmaceuticals lack
adequate stability, presenting another avenue for the
development of novel formulations.** LA routes of
administration might offer some opportunities in the
delivery of biopharmaceuticals (see the Long-Acting
Formulations section).

Drug Delivery Systems

Modified Drug Release. Modifying the kinetics by
which drugs are released into the body offers a variety
of benefits to patients that can make treatment more
sustainable and enhance patient compliance. In con-
trast to immediate-release formulations, which might
require a high frequency of dosing in order to maintain
the minimum effective concentration of a drug, modi-
fied release—such as delayed or controlled release—can
change the plasma concentration profile of a drug over
time #4443

Delayed Release/Sustained Release. Drug delivery sys-
tems have long been modified to delay or extend the
release of the API. Delayed-release delivery systems
typically prevent release of a drug until a specific
criterion has been met. For example, oral pills might
be coated in a polymer that prevents release of the
drug in the stomach.*® This is of particular value for
drugs that might irritate the mucosa of the stomach or
prevent the breakdown of drugs that are unstable in the
acidic environment of the stomach. Once the tablet has
passed through the stomach and into the alkaline small
intestine, the drug may then be released.

Alternatively, drug delivery systems have been de-
veloped that extend the release profile of the drug.
These sustained- or extended-release formulations rely
on a variety of systems to slow their release, such
as distribution of the drug within a matrix of rate-
limiting and inert ingredients that the drug then diffuses
through inside the body.*’*® Some of these systems
also rely on the complete or partial degradation of
the matrix so that the drug is released in its totality.
Another drug delivery system that allows an extended
release profile is reservoir systems in which an insoluble
barrier surrounds a water-soluble drug. On ingestion
the reservoir barrier becomes porous allowing gradual
release of the drug.*’ Osmotic-release drug delivery
systems rely on an insoluble membrane encapsulating
a water-soluble drug that is released under osmotic
pressure via an exit port in the membrane as water is
osmotically drawn inside the system (Figure 2).%

Targeted Release.

Cell-Based Delivery Systems. A variety of cell types
have been considered as drug carriers using a range
of mechanisms both for introducing the drug to the

A Diffusion-based delayed release

Diffusion Diffusion

B Dissolution-based delayed release

|

Polymer coating/
matrix

Dissolution

C Osmotic-based delayed
release 4

Osmotic

Figure 2. Examples of delayed-release drug delivery systems.

cells and to release the drug to the target tissue as
required (Figure 3).° There are many advantages to
cell-based drug delivery, including a reduced immune
response to the drug, reduced side effects, enhanced
biocompatibility, and the ability to use different cell
types to target the drug to specific tissue types. In-
troduction of drugs to different cell types, including
red blood cells, platelets, macrophages, and stem cells,
can be achieved using a variety of techniques, either
making use of native trafficking systems of the cells
themselves, or using various techniques to permeabilize
the cells artificially.”! Macrophages have been identi-
fied as a valuable cell target for such use as a drug
carrier. Macrophages are specialized cells that under-
take phagocytosis—a process by which the cells can
engulf external particles by reorganizing the membrane
around those particles. This process requires targeting
signals recognized by proteins on the cell membrane.
It is therefore possible to target drugs to macrophages
by attaching these targeting signals to the drug (or,
as is often the case, the nanocarrier of the drug) to
trigger phagocytosis.’>>* Once inside the cell, there are
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Figure 3. Examples of cell-based drug delivery systems and possible drug-loading techniques.

many additional things to consider before the drug can
be delivered to the target tissue. First, maintenance of
the carrier is important: Once macrophages undertake
phagocytosis, they break down the engulfed material by
fusion of the nascent phagosome with the degradative
lysosome. To prevent degradation of the drug, one op-
tion is to chemically inhibit the lysosomal breakdown
within the cells. Alternatively, protection of the drug
with certain types of nanoparticle might hold some
value. The final, and perhaps greatest, challenge when

using cells as carriers for drug delivery, is encouraging
those cells to release their cargo in a safe and efficient
way. While some ultrasound disruption has been tested,
it results in widespread cell death of the carrier cells.**
Alternative options are still under investigation, making
this a prime opportunity for novel solutions to make
cell-based delivery systems truly viable in the clinic.

Long-Acting Formulations. Chronic diseases necessitate
continuous therapy for long time periods; however,
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Figure 4. Various delivery devices and routes of administration for long-acting formulations.

daily oral dosing is associated with pill fatigue, side
effects, and suboptimal adherence®>>’ with low ad-
herence rates of 60% to 75% for oral antiretroviral
therapy”®>? and between 50% and 85% for tuberculosis
(TB) treatment.®® LA formulations represent an alter-
native form of dosing regimen that can support the
controlled release of drugs, supporting effective con-
centrations over a long period of time, thus providing
uninterrupted treatment. The duration of action for LA
agents can vary across disease area and formulation
strategies; however, drug candidates that provide con-
tinuous therapy at least for a 7-day period have been
categorized as LA formulations.®!

Novel LA parenteral formulations through the IM,
SC, or intradermal (Figure 4) route of administration
have several advantages over conventional oral formu-
lations. The absorption of oral formulations through
the gastrointestinal tract is limited by biological bar-
riers such as low and variable pH in the stomach
and small intestine that can lead to the degradation
of the active ingredient, low drug solubility, drug
lipophilicity, and suboptimal release of drugs from the
formulations. Taken together, these define the fraction
absorbed through the small intestine and intestinal and
hepatic first-pass metabolism.®> The administration of
nanoformulations through the parenteral route can
result in the generation of a depot, which releases the
drug in a slow and controlled manner over a long
period of time. The development of LA formulations
is primarily influenced by PK and pharmacodynamic
(PD) characteristics of the drug candidates, consider-

ing that the overall objective is to maintain effective
concentrations for extended time periods at the site of
action while not exceeding toxic concentrations. Drugs
administered for LA purpose should also have specific
physicochemical properties defining the compatibility
with the administration strategies (eg, low solubility
for injectable nanocrystals and SDN and moderate
solubility for implants); high potency—requires low
concentrations in plasma to achieve therapeutic effect;
and long elimination half-life.®!

LA strategy has long been used in the fields of
contraception and psychosis.””®* It has also stirred
interest in the field of chronic infectious diseases
mainly for treatment of malaria, HIV, and TB.%*¢’
Different routes of administration such as IM, SC,
intradermal, and implants, can be used for delivery of
LA formulations, but most importantly they should
provide safe and efficacious treatment and be suitable
for a broad range of patient populations and desired
PK profile (injection site, dose, frequency, etc.).®® Con-
traceptives such as medroxyprogesterone acetate and
norethisterone enanthate are administered as IM or SC
formulations, whereas levonorgestrel and etonorgestrel
are administered as implants.®*®  Aripiprazole,
haloperidol, paliperidone palmitate, risperidone,
and olanzapine are LA injectable antipsychotics that
have significant advantages over oral formulations
for the treatment of schizophrenia.””’! Currently, 2
antiretrovirals—cabotegravir and rilpivirine LA IM
nanoformulations—are in phase III clinical trials for
4-weekly and 8-weekly administration.”” LA SDN
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formulation of atovaquone, an antimalarial, was
designed and evaluated in C5BL/6 mice.®* Bedaquiline
is a second-line anti-TB drug used in the treatment of
multidrug-resistant TB, which has a long elimination
half-life, and a recently developed LA IM formulation
of bedaquiline for treatment of latent TB showed
sustained activity for at least 12 weeks in BALB/c
mice.’” An alternative technological platform that
can provide sustained release of drugs is microneedle
patches, supporting the intradermal administration of
small molecules and peptides.’>7*

The LA approach has been increasingly used for
the delivery of protein therapeutics. As described
above, proteins have some advantages over small
molecules such as high selectivity, targeted binding,
and high potency. However, due to their physiochem-
ical characteristics—high susceptibility to degrada-
tion in the stomach pH, large molecular size, and
hydrophilicity—oral administration is not effective due
to their poor absorption, and they are generally admin-
istered parentally. Recent advances in protein design,
characterization, and formulation design have enabled
their use for LA therapy.”>’® Various formulation de-
signs including polymer-based microparticles or NPs,
PEGylation, liposomes, hyperglycosylation, polymer or
photoactivated implants, and gels are used to improve
the safety and efficacy of the proteins and prolong the
duration of these administered proteins.”>’” Various
protein therapeutics that are currently in the market
are based on poly(lactic-co-glycolic [acid]) polymers
that control the release of the drug such as leupro-
lide acetate, buserelin acetate, triptorelin pamoate used
for treatment of prostate cancer, octreotide acetate,
lanreotide for acromegaly, and growth hormone.”®
Another delivery strategy that has led to products avail-
able in the market is PEGylation, a technique where
covalently attached polyethylene glycol (PEG) to a
therapeutic protein increases its molecular size thereby
improving terminal half-life. Peginesatide, an erythro-
poietin for the treatment of anemia and peginterferon
alfa-2b for treatment of hepatitis C and melanoma,
among others, are 2 PEGylated proteins approved by
the Food and Drug Administration.”

Gene therapy, which is the treatment of existing
genetic abnormalities by inserting genomic material
intracellularly is achieved using various vectors to
provide prolonged therapy. Some delivery carriers for
gene therapy include lipids, polymers, and viral vectors,
namely, those derived from adenovirus, retrovirus, pox,
herpes simplex, and adeno-associated vectors.®? Viral
vectors, after modification to control their replication,
act as genetic carriers that have high specificity and are
more efficient than conventional lipids and polymers.
Choice of viral vectors usually depends on numerous
factors such as the target site of delivery, duration

of transgene expression, inflammatory response, and
genotoxicity.! Among the viral vectors, lentiviruses
are capable of providing long-term expression and
high specificity for both dividing and nondividing cells
with low immune response.®> Lentiviral vectors with
clotting factor IX in mesenchymal stem cells isolated
from umbilical cord blood provide sustained expression
over a 6-week time period in vitro and may have
application for patients with hemophilia B with the
deficiency of factor IX.®? In a separate study, 2 patients
with adrenoleukodystrophy treated with hematopoietic
stem cell gene therapy expressing adrenoleukodystro-
phy protein using a lentiviral vector had long-lasting
adrenoleukodystrophy protein expression over 12 to 16
months with neurological benefits.®*

Although LA formulations have several advantages
over traditional formulations, they can be characterized
by a few limitations. For parenteral LA formulations,
individuals can experience pain at the site of adminis-
tration, and drug diffusion into the surrounding tissues
from the depot may cause lesions and irritation.>’ Sev-
eral surveys indicate the preference of LA injectables
over oral medication; however, individuals with nee-
dle phobia may not prefer the parenteral route.®!-8>8
Darville et al have observed the formation of gran-
uloma, macrophage infiltration, and inflammation at
the depot site post-IM injection of LA paliperidone
palmitate, describing a multifactorial scenario at that
site of injection.’” Following administration of an
injectable LA formulation, the removal of the nanofor-
mulation and the discontinuation of treatment would
require surgical expertise, if any complexities arise. To
address this problem, recently, there is a high demand
to modify existing injectable contraceptives to implants,
namely, long-acting reversible contraceptives to ease
the removal process in case of complications.®® In the
case of proteins, their size can be a limiting factor
leading to slow release and subtherapeutic levels. Sta-
bility of the protein is another issue during long-term
treatment, and a slight change in pH can affect the
stability, leading to protein degradation.” Viral vectors
have the advantages described above; however, they
can be difficult to create, limiting the production, and
can instigate unwanted immunological responses and
genotoxic effects.®’

Modeling

We previously described the current landscape of the
field of pharmaceutical formulation. Advances in this
field have been supported largely by the use of in vivo
and in vitro model systems. However, these systems
can be characterized by several limitations, reducing
the relevance and translational value of experimental
findings. Animal models used to study PK do not
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Role of computational modeling in the nanoformulation
development

Drugs/API

Nanoformulations

CANDIDATE SELECTION

LEAD OPTIMIZATION

PRECLINICAL PHASE

Identification of suitable drug candidate and
definition of the technological platform for drug
delivery.

Optimization of nanoformulation properties
and targeting strategies to enhance drug
delivery

Characterization of ADME processes and PK/PD
relationship for human dose prediction

Design of clinical studies, optimization of
patient management and simulation of relevant

CLINICAL PHASE

clinical scenarios

Figure 5. Integration of computational modeling for the design, development, and optimization of novel formulations. ADME, absorption, distribution,
metabolism, and elimination; API, active pharmaceutical ingredient; PK/PD, pharmacokinetic/pharmacodynamic.

always serve as the best models for the quantitative
description of processes in humans. Rats and mice, for
example, have more rapid metabolism and elimination
than humans, and different animal species might have
variable absorption rate through different administra-
tion routes compared to humans. Similarly, in vitro
assays have protocols that do not fully represent phys-
iological conditions and have only limited complexity
compared to in vivo environments. Mathematical mod-
eling supports the integration of different types of data
into a mechanistic description of PK and PD, facilitat-
ing a better understanding of a more complex system
with adjustments for differences between humans and
animals.

The ultimate goal of mathematical modeling in sup-
porting the design of novel formulations is the rational
identification of dosing strategy, route of administra-
tion, and formulation characteristics resulting in opti-
mal PK and PD. Computational tools are essential for
increasing throughput, reducing the burden of animal
testing, increasing understanding of the mechanisms
underpinning distribution, efficacy, and safety and gen-
erating novel hypotheses to support a more informed
development of formulations (Figure 5).

For validation and use, all mathematical models rely
on the generation of real-world data relating to the
formulation of interest, which can include in vitro, in
vivo, and clinical data in addition to physicochemical
data relating to the formulations of APIs.

Quantitative Structure—Activity Relationships/
Quantitative Structure—Property Relationships

A quantitative structure—property relationship (QSPR)
is based on the correlation of the physicochemical
characteristics of a chemical substance and its prop-
erties. It involves the identification of molecular or
structural descriptors and the association with informa-
tive data or properties using statistical or nonstatistical
techniques. Quantitative structure—activity relationship
(QSAR) methods have been applied in the develop-
ment of relationships between molecule characteristics
and different biological properties.”® Classical QSAR
studies include the assessment of ligands with their
binding sites, inhibition constants, rate constants, and
other biological end points. The methods evolved from
Hansch and free Wilson’s 1- or 2-dimensional linear-
free energy relationships, Crammer’s 3-dimensional
QSAR to Hopfinger’s 4th, and Vedani’s 5th and 6th
dimensions.”!

Certain limitations to QSPR have been identified.
Although hundreds of different parameters are used
in QSAR studies, they are still not appropriate for the
description of some important interactions, such as the
membrane partition of drugs. QSAR techniques are
also limited in their use for understanding the drug
action in the whole body.”’ Moreover, experimental
assays cannot be replaced by QSAR models because of
various limitations of real-world situations and in vivo
parameters.”!
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Quantitative Nanostructure—Activity Relationship

The description and prediction of biological effects
of NPs are challenging. First, the high structural
complexity and diversity of NPs and the development
of quantitative parameters for the characterization of
structural and chemical NP properties represent rele-
vant limitations. Second, systematic physicochemical,
geometric, structural, and biological studies of NPs
are limited, hindering the development and validation
of statistically significant computational models as
these procedures require relatively large amounts of
data.”® These complexities contribute to the difficulties
of using in vitro and in vivo models in isolation.
Mathematical modeling is therefore a valuable tool in
order to assess these greater complexities as a wide
range of nanomaterial properties can be incorporated
into the models.

Recent examples in predicting properties and
activities using quantitative nanostructure-activity
relationship (QNAR) methods include how the
physicochemical properties can be predicted for
nanomaterials.”> Major roadblocks for the application
of QNAR methods to modeling biological properties
of NPs are (1) insufficient experimental data on the
composition of the biocorona on nanoparticle surfaces
(2) the lack of in vitro data predictive of in vivo effects
of nanomaterials, and the paucity of “nanoparticle-
specific” descriptors.”* Some examples of QNAR
are currently available in the literature and include
applications related to human nanotoxicity’>*® and
ecotoxicity.””*® Additionally, some authors have tried
to determine biological end points more valuable for
absorption, distribution, metabolism, and elimination
(ADME) studies as described below.

A library of 109 magnetic nanoparticles (MNPs) in
which a superparamagnetic nanoparticle (cross-linked
iron oxide NPs with amine groups) was decorated
with different synthetic small molecules.”” The MNPs
were screened against different cell lines (PaCa2 human
pancreatic cancer cells, U937 macrophages cell lines,
resting and activated primary human macrophages, and
human umbilical vein endothelial cells) to measure
their uptake. Each MNP was represented by a unique
set of descriptors determined by the conjugated small
molecules. Nearest Neighbor and QNAR models were
developed relying on chemical descriptors and MNP
cellular uptake.”> The QNAR models were capable
of blindly predicting the PaCa2 cell uptake of the
entire set of 109 MNPs with a correlation coefficient
equal to 0.72 and a mean absolute error of 0.18.
Lipophilicity was found to be the most discriminating
factor; it is quantified by several descriptors, such as
logP. In the other cell lines, cellular uptake revealed
no significant variations correlating with NP structural
properties.

In another study, multiple NPs (23 cross-linked
iron oxide derivates, 19 pseudocage nanoparticle based
based, 4 monocrystalline iron oxide nanoparticle based,
3 quantum dot based, and 2 iron based) were tested
in vitro against four cell lines (monocytes, hepatocytes,
endothelial, and smooth muscle) in 4 different assays:
adenosine triphosphate content, reducing equivalents,
caspase-mediated apoptosis, and mitochondrial mem-
brane potential, at 4 different concentrations, resulting
in a 51 x 64 biological data matrix.!?” The authors
also reported 4 experimentally measured descriptors for
44 out of 51 tested NPs. The analysis implemented an
external 5-fold validation procedure and the entire data
set was split 5 times into a modeling set including 80%
of the nanoparticle data set, and the external validation
set, comprising the remaining 20% of the NP data
set. For each NP, the entire 64-dimensional vector (4
cell lines x 4 assays x 4 doses) was combined into 1
single averaged biological response and defined 2 binary
classes using an arbitrary threshold equal to -0.4.
Results showed that support vector machine modeling
has good prediction abilities, with external accuracy
as high as 73%. Other QNAR models were built to
predict cellular uptake using similar data and a variety
of different computational approaches.®>%101102

An additional study focused on the interaction be-
tween gold NPs with A549 or HEK293 cells for 24
hours in order to support the development a QNAR
model capable to predict cellular uptake. Multiple de-
scriptors were used to inform the QNAR model capable
of predicting with high predictabilities (R> from 0.995
t0 0.967). Seven gold NPs were designed with predicted
bioactivities and experimental data confirmed the mod-
eling predictions. In addition to predicting cellular
uptake, relevant factors influencing gold NP cellular
uptake can be obtained by analyzing modeling results.
Unsurprisingly, the hydrophobic potential (indicated by
logP values) is the most important descriptor. Nanohy-
drophobicity has additionally being predicted through
a QNAR approach.!® Currently, commercial software
tools can only predict physicochemical properties for
new small molecule drugs but none are available for
new nanomedicines. The nanohydrophobicity model
was developed based on surface chemistry simulation
of a set of gold NPs with various surface ligands.
The predicted nanohydrophobicity showed high corre-
lations with experimental results.!*?

QSARs can allow the determination of useful de-
scriptors that can be used to help the evaluation of in-
vestigational new drugs. Unfortunately, in many cases,
it gives nonspecific information on general processes
that are already known, hardly quantifiable, and with
no significant impact in the screening decision. Future
improvements can be expected to divide the general
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processes into specific and sensitive descriptors that can
have a real impact in the discovery phase.

Quantitative Structure—PK Relationships

The accurate prediction of many ADME parameters
can be complicated by multiple factors. The underlying
physiological processes are complex and, in several
cases, only poorly characterized. Other key aspects for
development of a global, predictable, and transferable
QSPkR model include: access to larger databases of
standardized materials, detailed mechanistic under-
standing, and standardized workflow. QSPkR models
for small molecules have been deployed for the predic-
tion of volume of distribution at steady state, plasma
protein binding, and drug clearance of acidic and basic
drugs.!™ Nanoformulation PK studies could be used
to develop nano-QSPkR models, but their development
might be hindered by similar limitation as encountered
with standard formulations such as the insufficiency of
high-quality experimental data for ADME parameters,
the incomplete knowledge on the underlying mecha-
nisms, and the lack of standardized procedures and
acceptance criteria for QSPkR modeling.

Physiologically Based Pharmacokinetics

Physiologically based pharmacokinetic (PBPK) mod-
eling is a mathematical description of mechanisms
regulating ADME, which can support the simulation of
drug and nanoformulation distribution by combining
system data describing a population of interest with in
vitro drug-specific data. This modeling technique rep-
resents an overview of the physiological and anatomic
processes involved in the distribution, supporting the
prediction of exposure variability in patients.

PBPK modeling has been used across multiple dis-
ease areas and for multiple applications and therapeutic
options.!%197 For brevity, here we focus on its applica-
tion in nanomedicine and therapeutic proteins.

The development of PBPK models for nano-
medicine is characterized by several challenges, mainly
related to the limited understanding of the molecular,
cellular, physiological, and anatomic processes regu-
lating nanoparticle distribution. PBPK modeling can
support a better understanding of the mechanisms
underpinning nanoformulation disposition and allow
for more rapid and accurate determination of their
distribution. Furthermore, there are a large number
of technological platforms, which are characterized by
different PK properties. The development of PBPK
models should consider specific nanoformulation char-
acteristics, and consequently novel algorithms and
modeling strategies will be required.'!

In the past 2 decades, more than 20 PBPK models of
NPs used in pharmaceutical products have been pub-
lished for assessing quality, safety, and efficacy.!?%1%

One of the first models for nanomedicine was pub-
lished in 1999 and tried to provide a mechanistic de-
scription of distribution for liposomally encapsulated
doxorubicin.''? The first PBPK model described was a
4-compartment (blood, tissue, reticuloendothelial sys-
tem, and tumor) blood flow-limited PK model. The
tumor compartment was divided into 3 parts: capillary
and interstitial, which form the extracellular space,
and the tumor cell. The drug release was simulated in
the blood compartment or in the extracellular space
compartment following a first-order rate constant. The
same rate constant was applied on the interstitial and
reticuloendothelial system unidirectional transports
and on the free drug moves. Progressively, other models
have been created such as a 4-compartment (plasma,
tissue, tissue, and tumor) hybrid PBPK model for lipo-
somal formulation in mice introducing a permeability
parameter based on blood vessel diameter and plasma
volume fraction!'! or a liposomal blood flow—limited
PBPK model in human using tissue-to-plasma ratio
partition coefficients.!'> PBPK models become more
and more complex, with liposomal and nonliposomal
compartments with a saturable unidirectional clear-
ance uptake parameter and bidirectional permeability—
surface area coefficient to study amphotericin B in
rat and mouse,!'® and the concept of “deep tissue”
with association and dissociation rate constant was
also proposed in a more recent rat PBPK model for
docetaxel.!*

Liposomal formulations are not the only
nanoformulations investigated using PBPK modeling.
Polymeric formulations (polyacrylamide NPs and
polyacrylamide-PEG NPs) were first modeled in
2011'" using slowly perfused organ compartment or
saturable rapidly perfused organ compartment models
as did multiple other studies.!'®!"® A mechanistic
model considering dose dependency, the size of the
PEG-coated gold NPs, and the endocytosis of NPs
using Hill function has also been developed.'"”

While quantum dot and metallic formulation PBPK
models have been established,'?’1?* the final example
of NP formulation models using PBPK modeling we
will consider in this review is those for nanocrystal
formulation. A human blood flow-limited whole-body
PBPK model for an IM injectable formulation of
rilpivirine and cabotegravir using a first-order drug
release rate was generated.'”® The model was able to
predict observed clinical data with good accuracy. A
flow-limited PBPK model in rat for an intravenous in-
jection of anticancer agents was recently developed.!
The authors have modeled a specific liver and spleen NP
uptake and drug release. The in vitro drug release was
also investigated with a dialysis technique, but it did not
fully represent the real behavior of drug nanocrystals.
Nevertheless, this approach could be useful for the char-
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Figure 6. Schematic representation of different models representing absorption of parenteral formulations.

acterization and comparative analyses of drug release
from different formulations.

SC injection is important for therapeutic proteins
(TPs): mAbs, peptides (insulin, growth hormone, and
interferon) and proteins (erythropoietin). The exact
mechanism underlying SC absorption is not completely
understood, and the accuracy of prediction in humans
remains limited.!'3 Current PBPK models make several
assumptions: for example, generic models describe the
interstitial space, also called the extracellular matrix,
as a gel-like consistency, and negative charge space
based on its components (collagen, elastin, and gly-
coaminoglycans) (Figure 6). Furthermore, drug trans-
port from the interstitial space is assumed to depend
on active and passive (diffusion) transport to reach the
blood system and on convection to reach the lymphatic
system. Size and polarity of the TPs limit the direct
diffusion through the endothelial wall.'?® Recently, the
drug diffusion through blood capillaries was described
as zero-order kinetics and the lymphatic absorption as
first-order kinetics with a lag time.!'? In a recent study,
the PK of 12 TPs with molecular weight between 8
and 150 kDa was simulated using a 2-pore framework
following SC dosing.'?® The 2-pore model considers
the hydrodynamic radius of the drug as the cutoff
for drug diffusion: If radius is bigger than the pore
radius, diffusion transport is absent in the model. An-
other minimal PBPK model comprising a mechanistic
neonatal Fc receptor model into the endosomal space
to understand the sequential transit of mAbs and to
estimate lymphatic clearance was recently generated,'?’
and a quantitative model, including clearance through

126-128

the lymphatic transport and the neonatal Fc recep-
tor capacity, to describe the absorption process for
mAbs following SC or IM administration was also
developed.'?®

All the above model examples represent mechanistic
description of drug distribution following administra-
tion through advanced material for drug delivery and
NPs (Figure 6). The validation of such mechanistic
PBPK models can have numerous positives insights:
(1) to prove and explain the presence of underlying
mechanisms, (2) to allow the prediction in various
scenarios, and (3) represent the initial framework for
more complex models. The application of PBPK mod-
els requires several considerations: (1) an over- or
misparameterization model can lead to the validation
of nonphysiologic model and to mistrust conclusions,
(2) the implementation of nonverifiable processes or
nonquantifiable parameters can lead to nonusable mod-
els, and (3) the assumptions considered in the model
should be based on biological plausibility.

Furthermore, PBPK modeling can find application
in multiple phases in the development and optimization
of novel formulations. The integration of mechanistic
and PBPK models can support a more rational identi-
fication of drug candidates to be coupled with advanced
materials for drug delivery. Specifically, drug character-
istics can have a major influence on distribution and
compatibility with different technological platforms.
Predictive mechanistic models can help in identifying
the most suitable drug candidates for specific dos-
ing strategies, through the simulation of a combina-
tion of different routes of administration, doses, and
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formulation characteristics.'%!? Additionally, PBPK
modeling can include a detailed description of formu-
lation geometric and special characteristics and their
influence on the diffusion and distribution of nanoma-
terials and small molecules in localized tissues such as
the SC and IM spaces.'3 The mechanistic modeling
represents an opportunity to virtually test different
design strategies of formulations and consequently to
rationally identify optimal characteristics for further
development. This approach requires a sufficient de-
scription of molecular, physiological, and anatomic
processes underpinning nanoformulation absorption
and distribution, which can extensively vary based on
the technological platform as well as the route of ad-
ministration. For example, for IM injectable LA formu-
lations, only a relatively limited understanding of local
tissue mechanisms influencing the drug release from the
site of administration is currently available, and initial
studies have indicated multifactorial scenarios in which
chemical degradation, neoangiogenesis, and inflamma-
tion interact in the definition of drug absorption.®’
Moreover, PBPK models can support the simulation of
drug distribution in animals defining opportunities to
refine, replace, and reduce the use of preclinical species
in the investigation of novel formulation. The coupling
of animal and human PBPK models is an exciting
prospect to inform the bridging of PK and therefore
streamline the development of novel formulations.

An essential component of the mechanistic model-
ing is represented by the complementary experimen-
tal in vitro assays for the quantitative description of
mechanisms regulating nanoformulation distribution.
To date, only a limited number of methods are available
for the experimental investigation of key processes and
a comprehensive standardization of these approaches
is lacking, limiting the applicability of In-vitro to In-
vivo extrapolation (IVIVE) extrapolation analysis. Ex-
amples of quantitative assays include nanoformulation
stability and release rate in various biological media,
permeability through biological membranes, and up-
take by key populations of cells such as macrophages.

Another relevant area of application is related to the
simulation of PK in specific populations of patients.
The investigation of novel formulations and dosing
strategies in vulnerable populations can be challeng-
ing due to numerous ethical and logistical barriers.
In fact, a limited number of therapeutic options are
available for populations such as neonates and pregnant
women, and specific dose adjustment could be re-
quired for the elderly, obese patients, and patients with
comorbidities.!”” The integration of the physiological
and anatomic description of patient populations into
PBPK models for the simulation of LA formulations
or NPs allows the prediction of exposure variability in
specific subpopulations of patients and the identifica-

tion of optimal dosing strategies for stratified patient
groups.'”” PBPK models have been successfully applied
to simulate PK in multiple populations, including the
elderly, neonates,'”” obese patients, patients with co-
morbidities, and pregnant women.

This approach can be further expanded to other ar-
eas such as the simulation of complex clinical scenarios
in which multiple environmental and patient-specific
factors can have an influence on the biodistribution of
nanomaterials or LA formulations. Drug-drug interac-
tions are a common and clinically relevant example of
multifactorial processes complicating the management
of therapies in patients.’*! This can be exacerbated
in LA formulations, which can be characterized by
sustained exposure over a long period of time. PBPK
models have been effectively deployed to predict drug-
drug interaction magnitude and clinical relevance for
traditional oral formulations and more recently also for
LA and nanoformulations.'*?

Systems Pharmacology

Quantitative systems pharmacology (QSP) is an emerg-
ing drug and disease modeling system that integrates
the prediction of PK with PD at the physiologi-
cal, cellular, and molecular levels. QSP modeling is
used during drug discovery and development phases
to investigate the mechanism of action of drugs in
specific organs/tissues. QSP models can support the
simulation of receptor-substrate interactions, cause-
and-effect profiles, and drug potency.'*® Similar to
PBPK models, QSP models can assess drug dispo-
sition in blood, various organs and tissues, and in
tissue interstitium when integrated with PBPK mod-
els, and they represent a computational framework
where PK simulations can be further integrated with
a mechanistic description of intracellular disposition
and interaction with targets. QSP models can go a
step further to assess disposition intracellularly and
also analyze binding and efflux of drug/NP in the cell,
thereby providing a complete PK and PD profile.!**
The contrasting difference between PBPK models and
complex QSP models is the area of focus. PBPK models
emphasize the disposition of the drug in the body;
however, QSP models focus on the additional aspect
of what the drug does to the body.!* Disposition of a
modified messenger RNA (hUGT1A1-modRNA) that
helps restore hepatic expression of UGT1Al, delivered
using lipid NPs, was described using a QSP model.
The simulated QSP model indicated the elimination and
uptake of lipid NP across liver hepatocytes and release
and transcription of hUGT1A1-modRNA, leading to
the increase in clearance of bilirubin.'?® Another QSP
model for the treatment of pneumocystis pneumonia
(PCP; an opportunistic infection in hosts with immune
defects including HIV) was developed, since the existing
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treatment of PCP with trimethoprim-sulfamethoxazole
results in serious side effects and treatment failures. Al-
though there are alternative drugs such as atovaquone,
clindamycin-primaquine, echinocandins, and pentami-
dine isethionate, they result in PCP relapse. The QSP
model was constructed to identify novel therapies with
optimal PK/PD characteristics.'*” QSP models can po-
tentially allow a detailed understanding of the biologi-
cal interactions; however, they demand extensive input
data to provide predictions, and often these models can
lead to overfitting when the quality of the input data is
low.!3% A strategic integration of QSP modeling in the
development of novel formulations for drug delivery
can provide a computational framework to simulate the
potential downstream effect of nanomaterials on drug
distribution and consequently on efficacy and toxicity.

Molecular Dynamics/Quantum Mechanics

With recent advancement in computational power and
graphic processing, sophisticated modeling approaches
that heavily rely on computer specifications are on
the rise.”** Molecular dynamics (MD) is one such
upcoming modeling technique that can represent the
interaction between novel molecular structures and
biological macromolecules.'*” To design and develop a
nanomedicine, numerous prerequisites would be nec-
essary, including stability of the NPs, control over
the drug release rate, and targeting ability.!*! As an
example, a prediction model generated using MD for
the evaluation of globular protein adsorption onto
the NPs showed good agreement with experimental
data.'*>!*3 PBPK or QSP models can be combined
with MD models to create integrated approaches that
describe not only the disposition and activity of the
compound of interest but also the interaction and ac-
tivity of different excipients present in the administered
formulation with various biological matrices across the
body. This type of model integration across multiple
computational techniques can provide a thorough pic-
ture of the formulation PD.

In addition to this novel modeling technique, quan-
tum mechanics (QM) is another field of study that
can evaluate reactions between various atoms and
molecules including biological fragments. QM can be
useful to study the interaction between numerous cel-
lular components and nanomaterials to predict the
resulting effects in terms of pharmacological activity
or toxicity.'* MD models along with QM models can
offer better understanding of the interactions between
biological structures and nanoformulations, support-
ing the design of active targeting strategies, and the
selection of NP components. Although at present the
existing computing power and the complexity sur-
rounding the simulations of QM is a major drawback,
the development of quantum computers can drastically

reduce the computational time and improve the use of
QM.144

Machine Learning/Artificial Intelligence
Artificial intelligence (AI) is a branch of computer
science with multiple applications in various fields of
study that acquire novel information, define decision
making, and design novel methods.!* Al is being
rapidly introduced in health care as it has numerous
advantages in the field of drug development. Machine
learning (ML) is a subfield of AI, which typically
consists of 3 categories: supervised, unsupervised, and
reinforcement learning. Supervised learning is mainly
used for ADME toxicity prediction, drug efficacy, and
classification of disease diagnosis through classification
and regression methods. Discovery of disease and rel-
ative target subtypes can be done using unsupervised
learning where interpretation is solely based on input
data.'® Reinforcement learning is used in the decision
making of drug design and experimental design in
an environment specific to a drug class or therapeutic
area.'¥

ML can be used as part of QSAR to build models
that can predict NP characteristics such as cellular
uptake, cytotoxicity, drug loading and release profile,
NP adherence to the target site, size of the NP, and
its polydispersity as shown in various studies.'’
Examples of Al applications in the nanomedicine
field include the evaluation of a 4-drug combination
regimen to minimize toxicity in control cell lines
and maximize apoptosis in breast cancer cell lines.
Drug-dose ratios of the 4-drug regimen nanodiamond-
doxorubicin, nanodiamond-bleomycin, nanodiamond-
mitoxantrone, and unmodified paclitaxel were
successfully optimized in various cell line types.®>
To conclude, although AI is not currently being
used actively during drug approvals, with the day-
to-day increase in the number of available data and
improvement in predictive power of ML algorithms,
opportunities for using Al to assist in the field of drug
discovery and development will quickly arise.

Conclusion

The types of novel formulations and their use in
safe and efficacious treatment discussed in this review
represent a central pillar for the definition of new
paradigms for drug delivery. Computational modeling
is an attractive platform that integrates nanomaterial-
specific data and anatomic and physiological descrip-
tors to provide PK and PD predictions that could be
useful in the identification of potential drug candidates
and formulations. The development of technological
platforms and nanoformulations is characterized by
multiple challenges across different stages, including (1)
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the selection of suitable drug payload and nanoformu-
lation strategies, (2) the identification of the optimal
geometric and physicochemical properties, (3) the eval-
uation of the compatibility with overall formulations
and routes of administration, (4) the integration of
various experimental and preclinical data to better
characterize nanoformulation distribution, (5) the pre-
diction of PK/PD in humans, and (6) the management
of potential clinical scenarios or dosing in specific
populations of patients. A strategic application of
modeling approaches can support the design of novel
formulations through a multidisciplinary integration of
different data sets to rationally streamline the develop-
ment process.

Conflicts of Interest

M.S. has received research grant funding from Janssen and
ViiV. All other authors having nothing to declare.

References

1. Tinkle S, McNeil SE, Muhlebach S, et al. Nanomedicines:
addressing the scientific and regulatory gap. Ann N Y Acad Sci.
2014;1313:35-56.

2. Bayda S, Adeel M, Tuccinardi T, Cordani M, Rizzolio F. The
history of nanoscience and nanotechnology: from chemical-
physical applications to nanomedicine. Molecules. 2019;
25(1):112-127.

3. Ventola CL. The nanomedicine revolution: part 1: emerging
concepts. P 7T.2012;37(9):512-525.

4. Marchasin S, Wallerstein RO. The treatment of iron-deficiency
anemia with intravenous iron dextran. Blood. 1964;23:354-358.

5. Owen A. Special issue of BJP on nanomedicine. Br J Pharma-
col. 2014;171(17):3961-3962.

6. Dykes GM. Dendrimers: a review of their appeal and applica-
tions. J Chem Technol Biot. 2001;76(9):903-918.

7. Jarvis M, Krishnan V, Mitragotri S. Nanocrystals: a perspec-
tive on translational research and clinical studies. Bioeng Transl
Med. 2019;4(1):5-16.

8. Bozzuto G, Molinari A. Liposomes as nanomedical devices.
Int J Nanomedicine. 2015;10:975-999.

9. Mishra V, Bansal KK, Verma A, et al. Solid lipid nanoparti-
cles: emerging colloidal nano drug delivery systems. Pharma-
ceutics. 2018;10(4).

10. Kermanizadeh A, Powell LG, Stone V, Moller P. Nanodeliv-
ery systems and stabilized solid-drug nanoparticles for orally
administered medicine: current landscape. Int J Nanomedicine.
2018;13:7575-7605.

11. Moss DM, Siccardi M. Optimizing nanomedicine pharma-
cokinetics using physiologically based pharmacokinetics mod-
elling. Br J Pharmacol. 2014;171(17):3963-3979.

12. Ventola CL. The nanomedicine revolution: part 1: emerging
concepts. P 7. 2012;37(9):512-525.

13. Soares S, Sousa J, Pais A, Vitorino C. Nanomedicine: princi-
ples, properties, and regulatory issues. Front Chem. 2018;6:360.

14. Hoshyar N, Gray S, Han H, Bao G. The effect of nanoparticle
size on in vivo pharmacokinetics and cellular interaction.
Nanomedicine. 2016;11(6):673-692.

15. Donahue ND, Acar H, Wilhelm S. Concepts of nanoparti-
cle cellular uptake, intracellular trafficking, and kinetics in
nanomedicine. Adv Drug Deliv Rev. 2019;143:68-96.

16.

17.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

Zhong H, Chan G, Hu YJ, Hu H, Ouyang DF. A com-
prehensive map of FDA-approved pharmaceutical products.
Pharmaceutics. 2018;10(4).

Park K, Skidmore S, Hadar J, et al. Injectable, long-acting
PLGA formulations: analyzing PLGA and understanding mi-
croparticle formation. J Control Release. 2019;304:125-134.

. Anselmo AC, Mitragotri S. Nanoparticles in the clinic. Bioeng

Transl Med. 2016;1(1):10-29.

. Anselmo AC, Mitragotri S. Nanoparticles in the clinic: an

update. Bioeng Transl Med. 2019;4(3):¢10143.

Duschl A. Nanomedicine. In: Boraschi D, Penton-Rol G, eds.
Immune Rebalancing: The Future of Immunosuppression. lsted.
Cambridge, MA: Academic Press, 2016:251-274.

Torchilin VP. Recent advances with liposomes as pharmaceu-
tical carriers. Nat Rev Drug Discov. 2005;4(2):145-160.

Allen TM, Cullis PR. Liposomal drug delivery systems:
from concept to clinical applications. Adv Drug Deliv Rev.
2013;65(1):36-48.

Amantea M, Newman MS, Sullivan TM, Forrest A, Working
PK. Relationship of dose intensity to the induction of palmar-
plantar erythrodysesthia by pegylated liposomal doxorubicin
in dogs. Hum Exp Toxicol. 1999;18(1):17-26.

Banerjee R. Liposomes: applications in medicine. J Biomater
Appl. 2001;16(1):3-21.

Ahn H, Park JH. Liposomal delivery systems for intestinal
lymphatic drug transport. Biomater Res. 2016;20:36.

Abu Lila AS, Ishida T. Liposomal delivery systems: de-
sign optimization and current applications. Biol Pharm Bull.
2017;40(1):1-10.

Charrois GJ, Allen TM. Drug release rate influences the phar-
macokinetics, biodistribution, therapeutic activity, and toxicity
of pegylated liposomal doxorubicin formulations in murine
breast cancer. Biochim Biophys Acta. 2004;1663(1-2):167-177.
Singla AK, Garg A, Aggarwal D. Paclitaxel and its formula-
tions. Int J Pharm. 2002;235(1-2):179-192.

Torchilin V. Tumor delivery of macromolecular drugs based
on the EPR effect. Adv Drug Deliv Rev. 2011;63(3):131-135.
Joshi K, Chandra A, Jain K, Talegaonkar S. Nanocrystaliza-
tion: an emerging technology to enhance the bioavailability of
poorly soluble drugs. Pharm Nanotechnol. 2019;7(4):259-278.
Moghimi SM, Simberg D, Skotland T, Yaghmur A, Hunter
AC. The interplay between blood proteins, complement, and
macrophages on nanomedicine performance and responses. J
Pharmacol Exp Ther. 2019;370(3):581-592.

Gao H, He Q. The interaction of nanoparticles with plasma
proteins and the consequent influence on nanoparticles behav-
ior. Expert Opin Drug Deliv. 2014;11(3):409-420.

Pederzoli F, Tosi G, Vandelli MA, Belletti D, Forni F, Ruozi B.
Protein corona and nanoparticles: how can we investigate on?
Wiley Interdiscip Rev Nanomed Nanobiotechnol. 2017;9(6).
Moghimi SM, Szebeni J. Stealth liposomes and long circu-
lating nanoparticles: critical issues in pharmacokinetics, op-
sonization and protein-binding properties. Prog Lipid Res.
2003;42(6):463-478.

Hussain S, Vanoirbeek JA, Hoet PH. Interactions of nanoma-
terials with the immune system. Wiley Interdiscip Rev Nanomed
Nanobiotechnol. 2012;4(2):169-183.

Mundae MK, Ostor AJ. The long road of biopharmaceu-
tical drug development: from inception to marketing. QJM.
2010;103(1):3-7.

Lagasse HA, Alexaki A, Simhadri VL, et al. Recent ad-
vances in (therapeutic protein) drug development. F7000Res.
2017;6:113.

Chauhan R, Sood N. Biopharmaceuticals: new yet natural.
Biotechnol. J. Int. 2016;14(1):1-19.



Cottura et al

17

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

SL.

52.

53.

54.

55.

56.

57.

58.

Mansour AR, Farmer MA, Baliki MN, Apkarian AV. Chronic
pain: the role of learning and brain plasticity. Restor Neurol
Neurosci. 2014;32(1):129-139.

Bannwarth B, Kostine M. Nerve growth factor antagonists: is
the future of monoclonal antibodies becoming clearer? Drugs.
2017;77(13):1377-1387.

Ilan Y, Shailubhai K, Sanyal A. Immunotherapy with oral
administration of humanized anti-CD3 monoclonal antibody:
a novel gut-immune system-based therapy for metaflam-
mation and NASH. Clin Exp Immunol. 2018;193(3):275-
283.

Cui Y, Cui P, Chen B, Li S, Guan H. Monoclonal antibodies:
formulations of marketed products and recent advances in
novel delivery system. Drug Dev Ind Pharm. 2017;43(4):519-
530.

Mitragotri S, Burke PA, Langer R. Overcoming the challenges
in administering biopharmaceuticals: formulation and delivery
strategies. Nat Rev Drug Discov. 2014;13(9):655-672.

Perrie Y, Rades T. Drug delivery systems. In: Perrie Y, Rades
T, eds. Pharmaceutics: Drug Delivery and Targeting. 2nd ed.
London, UK: Pharmaceutical Press; 2012:1-242.

Rosen H, Abribat T. The rise and rise of drug delivery. Nat Rev
Drug Discov. 2005;4(5):381-385.

Abuhelwa AY, Williams DB, Upton RN, Foster DJ. Food,
gastrointestinal pH, and models of oral drug absorption. Eur
J Pharm Biopharm. 2017;112:234-248.

Rosiaux Y, Jannin V, Hughes S, Marchaud D. Solid lipid
excipients: matrix agents for sustained drug delivery. J Control
Release. 2014;188:18-30.

Maderuelo C, Zarzuelo A, Lanao JM. Critical factors in the
release of drugs from sustained release hydrophilic matrices. J
Control Release. 2011;154(1):2-19.

Stevenson CL, Santini JT, Jr., Langer R. Reservoir-based drug
delivery systems utilizing microtechnology. Adv Drug Deliv
Rev. 2012;64(14):1590-1602.

Li T, Dong H, Zhang C, Mo R. Cell-based drug delivery sys-
tems for biomedical applications. Nano Res. 2018;11(10):5240-
5257.

Batrakova EV, Gendelman HE, Kabanov AV. Cell-mediated
drug delivery. Expert Opin Drug Deliv. 2011;8(4):415-433.
Visser JG, Van Staden ADP, Smith C. Harnessing
macrophages for controlled-release drug delivery: lessons
from microbes. Front Pharmacol. 2019;10:22.

Spiller KL, Koh TJ. Macrophage-based therapeutic strategies
in regenerative medicine. Adv Drug Deliv Rev. 2017;122:74-83.
Fan CH, Lee YH, Ho YJ, Wang CH, Kang ST, Yeh CK.
Macrophages as drug delivery carriers for acoustic phase-
change droplets. Ultrasound Med Biol. 2018;44(7):1468-1481.
Subbaraman R, de Mondesert L, Musiimenta A, et al. Digital
adherence technologies for the management of tuberculosis
therapy: mapping the landscape and research priorities. BMJ
Global Health. 2018;3(5):¢001018.

Shah R, Watson J, Free C. A systematic review and meta-
analysis in the effectiveness of mobile phone interventions
used to improve adherence to antiretroviral therapy in HIV
infection. BMC Public Health. 2019;19(1):915.

Brissos S, Veguilla MR, Taylor D, Balanza-Martinez V. The
role of long-acting injectable antipsychotics in schizophrenia:a
critical appraisal. Ther Adv Psychopharmacol. 2014;4(5):198-
219.

Kim J, Lee E, Park B-J, Bang JH, Lee JY. Adherence to
antiretroviral therapy and factors affecting low medication
adherence among incident HIV-infected individuals during
2009-2016: a nationwide study. Sci Rep. 2018;8(1):3133-3133.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

Cheng Y, Nickman NA, Jamjian C, et al. Predicting poor
adherence to antiretroviral therapy among treatment-naive vet-
erans infected with human immunodeficiency virus. Medicine
(Baltimore). 2018;97(2):¢9495.

Mekonnen HS, Azagew AW. Non-adherence to anti-
tuberculosis treatment, reasons and associated factors
among TB patients attending at Gondar town health centers,
Northwest Ethiopia. BMC Res Notes. 2018;11(1):691-691.
Swindells S, Siccardi M, Barrett SE, et al. Long-acting formu-
lations for the treatment of latent tuberculous infection: oppor-
tunities and challenges. /nt J Tuberc Lung Dis. 2018;22(2):125-
132.

Homayun B, Lin X, Choi H-J. Challenges and recent progress
in oral drug delivery systems for biopharmaceuticals. Pharma-
ceutics. 2019;11(3):129.

Benagiano G, Gabelnick H, Brosens I. Long-acting hormonal
contraception. Womens Health. 2015;11(6):749-757.

Bakshi RP, Tatham LM, Savage AC, et al. Long-acting in-
jectable atovaquone nanomedicines for malaria prophylaxis.
Nat Commun. 2018;9(1):315.

Hampton T. Long-acting oral drug device may help combat
malaria. JAMA. 2017;317(1):17-17.

Margolis DA, Gonzalez-Garcia J, Stellbrink H-J, et al. Long-
acting intramuscular cabotegravir and rilpivirine in adults
with HIV-1 infection (LATTE-2): 96-week results of a ran-
domised, open-label, phase 2b, non-inferiority trial. Lancet.
2017;390(10101):1499-1510.

Kaushik A, Ammerman NC, Tyagi S, et al. Activity of a long-
acting injectable bedaquiline formulation in a Paucibacillary
Mouse Model of latent tuberculosis infection. Antimicrob
Agents Chemother. 2019;63(4):e¢00007-00019.

Jin J-F, Zhu L-L, Chen M, et al. The optimal choice of medi-
cation administration route regarding intravenous, intramus-
cular, and subcutaneous injection. Patient Prefer Adherence.
2015;9:923-942.

Thew M. Etonogestrel implant-to leave or stay: a case
series. Glob Pediatr Health. 2017;4:2333794X17738844-
12333794X17738844.

Miyamoto S, Wolfgang Fleischhacker W. The use of long-
acting injectable antipsychotics in schizophrenia. Curr Treat
Options Psychiatry. 2017;4(2):117-126.

Di Lorenzo R, Ferri P, Cameli M, Rovesti S, Piemonte C.
Effectiveness of 1-year treatment with long-acting formulation
of aripiprazole, haloperidol, or paliperidone in patients with
schizophrenia: retrospective study in a real-world clinical set-
ting. Neuropsychiatr Dis Treat. 2019;15:183-198.

Markowitz M, Frank I, Grant RM, et al. Safety and tolerability
of long-acting cabotegravir injections in HIV-uninfected men
(ECLAIR): a multicentre, double-blind, randomised, placebo-
controlled, phase 2a trial. The Lancet HIV. 2017;4(8):e331-
€340.

Li W, Terry RN, Tang J, Feng MR, Schwendeman SP,
Prausnitz MR. Rapidly separable microneedle patch for
the sustained release of a contraceptive. Nat Biomed Eng.
2019;3(3):220-229.

Mc Crudden MTC, Larrafieta E, Clark A, et al. Design,
formulation and evaluation of novel dissolving microarray
patches containing a long-acting rilpivirine nanosuspension. J
Control Release. 2018;292:119-129.

Vaishya R, Khurana V, Patel S, Mitra AK. Long-term
delivery of protein therapeutics. Expert Opin Drug Deliv.
2015;12(3):415-440.

AlQahtani AD, O’Connor D, Domling A, Goda SK. Strategies
for the production of long-acting therapeutics and efficient



The Journal of Clinical Pharmacology / Vol 0 No 0 2020

71.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

89.

90.

91.

92.

93.

94.

drug delivery for cancer treatment. Biomed Pharmacother.
2019;113:108750.

Pisal DS, Kosloski MP, Balu-Iyer SV. Delivery of therapeutic
proteins. J Pharm Sci. 2010;99(6):2557-2575.

Mundargi RC, Babu VR, Rangaswamy V, Patel P, Aminabhavi
TM. Nano/micro technologies for delivering macromolecular
therapeutics using poly(d,l-lactide-co-glycolide) and its deriva-
tives. J Control Release. 2008;125(3):193-209.

Swierczewska M, Lee KC, Lee S. What is the future of PE-
Gylated therapies? Expert Opin Emerg Drugs. 2015;20(4):531-
536.

Nayerossadat N, Maedeh T, Ali PA. Viral and nonviral delivery
systems for gene delivery. Adv Biomed Res. 2012;1:27-27.
Bouard D, Alazard-Dany N, Cosset F-L. Viral vectors:
from virology to transgene expression. Br J Pharmacol.
2009;157(2):153-165.

Mali S. Delivery systems for gene therapy. Indian J Hum Genet.
2013;19(1):3-8.

Dodd M, Marquez-Curtis L, Janowska-Wieczorek A, Hort-
elano G. Sustained expression of coagulation factor IX by
modified cord blood-derived mesenchymal stromal cells. J
Gene Med. 2014;16(5-6):131-142.

Cartier N, Aubourg P. Hematopoietic stem cell transplanta-
tion and hematopoietic stem cell gene therapy in X-linked
adrenoleukodystrophy. Brain Pathol. 2010;20(4):857-862.
Mace S, Chak O, Punny S, Sedough-Abbasian D, Ve-
gad C, Taylor DM. Positive views on antipsychotic long-
acting injections: results of a survey of community pa-
tients prescribed antipsychotics. Ther Adv Psychopharmacol.
2019;9:2045125319860977-2045125319860977.

Fernandez C, van Halsema CL. Evaluating
cabotegravir/rilpivirine long-acting, injectable in the treatment
of HIV infection: emerging data and therapeutic potential.
HIVIAIDS (Auckland, NZ).2019;11:179-192.

Darville N, van Heerden M, Erkens T, et al. Modeling the time
course of the tissue responses to intramuscular long-acting
paliperidone palmitate nano-/microcrystals and polystyrene
microspheres in the rat. Toxicol Pathol. 2016;44(2):189-
210.

Prescott GM, Matthews CM. Long-acting reversible contra-
ception: a review in special populations. Pharmacotherapy.
2014;34(1):46-59.

Chira S, Jackson CS, Oprea I, et al. Progresses towards safe and
efficient gene therapy vectors. Oncotarget. 2015;6(31):30675-
30703.

Grover 11, Singh 11, Bakshi II. Quantitative structure-property
relationships in pharmaceutical research - part 2. Pharm Sci
Technolo Today. 2000;3(2):50-57.

Patel HM, Noolvi MN, Sharma P, et al. Quantitative structure-
activity relationship (QSAR) studies as strategic approach in
drug discovery. Med Chem Res. 2014;23(12):4991-5007.
Fourches D, Pu D, Tassa C, et al. Quantitative nanostructure-
activity relationship modeling. ACS Nano. 2010;4(10):5703-
5712.

Rasulev B, Gajewicz A, Puzyn T, Leszczynska D, Leszczynska
J. Nano-QSAR: Advances and challenges. In: Leszczynski
TPal, ed. Towards Efficient Designing of Safe Nanomaterials:
Innovative Merge of Computational Approaches and Experimen-
tal Techniques. Cambridge, UK: Royal Society of Chemistry;
2012:220-256.

Winkler DA, Mombelli E, Pietroiusti A, et al. Applying
quantitative structure-activity relationship approaches to nan-
otoxicology: current status and future potential. Toxicology.
2013;313(1):15-23.

95.

96.

97.

98.

99.

100.

101.

102.

103.

104.

105.

106.

107.

108.

109.

110.

I11.

112.

Sayes C, Ivanov I. Comparative study of predictive computa-
tional models for nanoparticle-induced cytotoxicity. Risk Anal.
2010;30(11):1723-1734.

Burello E, Worth AP. QSAR modeling of nanomaterials.
Wiley Interdiscip Rev Nanomed Nanobiotechnol. 2011;3(3):298-
306.

Puzyn T, Rasulev B, Gajewicz A, et al. Using nano-QSAR
to predict the cytotoxicity of metal oxide nanoparticles. Nat
Nanotechnol. 2011;6(3):175-178.

Kar S, Gajewicz A, Puzyn T, Roy K. Nano-quantitative
structure-activity relationship modeling using easily com-
putable and interpretable descriptors for uptake of magnetoflu-
orescent engineered nanoparticles in pancreatic cancer cells.
Toxicol In Vitro. 2014;28(4):600-606.

Weissleder R, Kelly K, Sun EY, Shtatland T, Josephson L.
Cell-specific targeting of nanoparticles by multivalent attach-
ment of small molecules. Nat Biotechnol. 2005;23(11):1418-
1423.

Shaw SY, Westly EC, Pittet MJ, Subramanian A, Schreiber
SL, Weissleder R. Perturbational profiling of nanomaterial
biologic activity. Proc Natl Acad Sci U S A.2008;105(21):7387-
7392.

Toropov AA, Toropova AP, Puzyn T, et al. QSAR as a random
event: modeling of nanoparticles uptake in PaCa2 cancer cells.
Chemosphere. 2013;92(1):31-37.

Liu R, Zhang HY, Ji ZX, et al. Development of structure-
activity relationship for metal oxide nanoparticles. Nanoscale.
2013;5(12):5644-5653.

Wang W. From QSAR to QNAR, developing enhanced models
for drug discovery. Graduate Program in Computational and
Integrative Biology, State University of New Jersey; 2018.
Zhivkova ZD, Mandova T, Doytchinova 1. Quantitative struc-
ture - pharmacokinetics relationships analysis of basic drugs:
volume of distribution. J Pharm Pharm Sci. 2015;18(3):515-
527.

Rajoli RK, Back DJ, Rannard S, et al. Physiologically based
pharmacokinetic modelling to inform development of intra-
muscular long-acting nanoformulations for HIV. Clin Pharma-
cokinet. 2015;54(6):639-650.

Dong D, Wang X, Wang H, Zhang X, Wang Y, Wu B. Eluci-
dating the in vivo fate of nanocrystals using a physiologically
based pharmacokinetic model: a case study with the anticancer
agent SNX-2112. Int J Nanomedicine. 2015;10:2521-2535.
Bunglawala F, Rajoli RKR, Mirochnick M, Owen A, Sic-
cardi M. Prediction of dolutegravir pharmacokinetics and
dose optimization in neonates via physiologically based phar-
macokinetic (PBPK) modelling. J Antimicrob Chemother.
2020;75(3):640-647.

Li M, Zou P, Tyner K, Lee S. Physiologically based pharma-
cokinetic (PBPK) modeling of pharmaceutical nanoparticles.
AAPS J. 2017;19(1):26-42.

Yuan D, He H, Wu Y, Fan J, Cao Y. Physiologically based
pharmacokinetic modeling of nanoparticles. J Pharm Sci.
2019;108(1):58-72.

Harashima H, Iida S, Urakami Y, Tsuchihashi M, Ki-
wada H. Optimization of antitumor effect of liposomally
encapsulated doxorubicin based on simulations by phar-
macokinetic/pharmacodynamic modeling. J Control Release.
1999;61(1-2):93-106.

Qin S, Seo JW, Zhang H, Qi J, Curry FR, Ferrara KW. An
imaging-driven model for liposomal stability and circulation.
Mol Pharm. 2010;7(1):12-21.

Howell BA, Chauhan A. A physiologically based pharma-
cokinetic (PBPK) model for predicting the efficacy of drug



Cottura et al

19

113.

114.

115.

116.

117.

118.

119.

120.

121.

122.

123.

124.

125.

126.

127.

overdose treatment with liposomes in man. J Pharm Sci.
2010;99(8):3601-3619.

Kagan L, Gershkovich P, Wasan KM, Mager DE. Dual
physiologically based pharmacokinetic model of liposomal
and nonliposomal amphotericin B disposition. Pharm Res.
2014;31(1):35-45.

Lu XF, Bi K, Chen X. Physiologically based pharmacokinetic
model of docetaxel and interspecies scaling: comparison
of simple injection with folate receptor-targeting
amphiphilic copolymer-modified liposomes. Xenobiotica.
2016;46(12):1093-1104.

Wenger Y, Schneider RJ, 2nd, Reddy GR, Kopelman R, Jolliet
O, Philbert MA. Tissue distribution and pharmacokinetics
of stable polyacrylamide nanoparticles following intravenous
injection in the rat. Toxicol App! Pharmacol. 2011;251(3):181-
190.

Li M, Panagi Z, Avgoustakis K, Reineke J. Physiologically
based pharmacokinetic modeling of PLGA nanoparticles with
varied mPEG content. Int J Nanomedicine. 2012;7:1345-1356.
Li D, Johanson G, Emond C, Carlander U, Philbert M,
Jolliet O. Physiologically based pharmacokinetic modeling
of polyethylene glycol-coated polyacrylamide nanoparticles in
rats. Nanotoxicology. 2014;8(Suppl 1):128-137.

Gilkey MJ, Krishnan V, Scheetz L, Jia X, Rajasekaran AK,
Dhurjati PS. Physiologically based pharmacokinetic modeling
of fluorescently labeled block copolymer nanoparticles for
controlled drug delivery in leukemia therapy. CPT Pharmaco-
metrics Syst Pharmacol. 2015;4(3):e00013.

Lin Z, Monteiro-Riviere NA, Riviere JE. A physiologically
based pharmacokinetic model for polyethylene glycol-coated
gold nanoparticles of different sizes in adult mice. Nanotoxi-
cology. 2016;10(2):162-172.

Lee HA, Leavens TL, Mason SE, Monteiro-Riviere NA,
Riviere JE. Comparison of quantum dot biodistribution with
a blood-flow-limited physiologically based pharmacokinetic
model. Nano Lett. 2009;9(2):794-799.

Lin P, Chen J-W, Chang LW, et al. Computational and
ultrastructural toxicology of a nanoparticle, Quantum Dot
705, in mice. Environ Sci Technol. 2008;42(16):6264-6270.
Bachler G, Losert S, Umehara Y, et al. Translocation of
gold nanoparticles across the lung epithelial tissue barrier:
Combining in vitro and in silico methods to substitute in vivo
experiments. Part Fibre Toxicol. 2015;12(1):18.

Bachler G, von Goetz N, Hungerbuhler K. Using physiolog-
ically based pharmacokinetic (PBPK) modeling for dietary
risk assessment of titanium dioxide (TiO2) nanoparticles.
Nanotoxicology. 2015;9(3):373-380.

Sweeney LM, MacCalman L, Haber LT, Kuempel ED,
Tran CL. Bayesian evaluation of a physiologically-based
pharmacokinetic (PBPK) model of long-term kinetics
of metal nanoparticles in rats. Regul Toxicol Pharmacol.
2015;73(1):151-163.

Rajoli RKR, Back DJ, Rannard S, et al. In silico dose
prediction for long-acting rilpivirine and cabotegravir admin-
istration to children and adolescents. Clin Pharmacokinet.
2018;57(2):255-266.

Gill KL, Gardner I, Li L, Jamei M. A bottom-up whole-body
physiologically based pharmacokinetic model to mechanisti-
cally predict tissue distribution and the rate of subcutaneous
absorption of therapeutic proteins. A4APS J. 2016;18(1):156-
170.

Varkhede N, Forrest ML. Understanding the monoclonal
antibody disposition after subcutaneous administration using
a minimal physiologically based pharmacokinetic model. J
Pharm Pharm Sci. 2018;21(1s):130s-148s.

128.

129.

130.

131.

132.

133.

134.

135.

136.

137.

138.

139.

140.

141.

142.

143.

144.

Zhao L, Ji P, Li Z, Roy P, Sahajwalla CG. The antibody
drug absorption following subcutaneous or intramuscular
administration and its mathematical description by coupling
physiologically based absorption process with the conven-
tional compartment pharmacokinetic model. J Clin Pharma-
col. 2013;53(3):314-325.

Rajoli RKR, Podany AT, Moss DM, et al. Modelling the
long-acting administration of anti-tuberculosis agents using
PBPK: a proof of concept study. Int J Tuberc Lung Dis.
2018;22(8):937-944.

Rajoli RKR, Flexner C, Chiong J, et al. Modelling the
intradermal delivery of microneedle array patches for long-
acting antiretrovirals using PBPK. Eur J Pharm Biopharm.
2019;144:101-109.

Palleria C, Di Paolo A, Giofre C, et al. Pharmacokinetic drug-
drug interaction and their implication in clinical management.
J Res Med Sci. 2013;18(7):601-610.

Rajoli RKR, Curley P, Chiong J, et al. Predicting Drug-drug
interactions between rifampicin and long-acting cabotegravir
and rilpivirine using physiologically based pharmacokinetic
modeling. J Infect Dis. 2019;219(11):1735-1742.

Helmlinger G, Sokolov V, Peskov K, et al. Quantitative sys-
tems pharmacology: an exemplar model-building workflow
with applications in cardiovascular, metabolic, and oncology
drug development. CPT Pharmacometrics Syst Pharmacol.
2019;8(6):380-395.

Au JL-S, Abbiati RA, Wientjes MG, Lu Z. Target site delivery
and residence of nanomedicines: application of quantitative
systems pharmacology. Pharmacol Rev. 2019;71(2):157-169.
Rostami-Hodjegan A. Reverse translation in PBPK and QSP:
going backwards in order to go forward with confidence. Clin
Pharmacol Ther. 2018;103(2):224-232.

Apgar JF, Tang JP, Singh P, et al. Corrigendum: quantitative
systems pharmacology model of hUGT1A1-modRNA encod-
ing for the UGT1ALI enzyme to treat Crigler-Najjar syndrome
type 1. CPT Pharmacometrics Syst Pharmacol. 2020;9(3):185.
Liu G-S, Ballweg R, Ashbaugh A, et al. A quantitative systems
pharmacology (QSP) model for Pneumocystis treatment in
mice. BMC Syst Biol. 2018;12(1):77.

Stein AM, Looby M. Benchmarking QSP models against
simple models: a path to improved comprehension and pre-
dictive performance. CPT Pharmacometrics Syst Pharmacol.
2018;7(8):487-489.

Nash JA, Kwansa AL, Peerless JS, Kim HS, Yingling YG.
Advances in molecular modeling of nanoparticle-nucleic acid
interfaces. Bioconjug Chem. 2017;28(1):3-10.

Aminpour M, Montemagno C, Tuszynski JA. An Overview
of molecular modeling for drug discovery with specific il-
lustrative examples of applications. Molecules. 2019;24(9):
1693.

Kumar P, Khan RA, Choonara YE, Pillay V. A prospective
overview of the essential requirements in molecular modeling
for nanomedicine design. Future Med Chem. 2013;5(8):929-
946.

Lopez H, Lobaskin V. Coarse-grained model of adsorption
of blood plasma proteins onto nanoparticles. J Chem Phys.
2015;143(24):243138.

Dogra P, Butner JD, Chuang Y-, et al. Mathematical mod-
eling in cancer nanomedicine: a review. Biomed Microdevices.
2019;21(2):40.

Raghunandan R, Voll M, Osei E, Darko J, Laflamme R.
A review of applications of principles of quantum physics
in oncology: do quantum physics principles have any role
in oncology research and applications? J Radiother Pract.
2019;18(4):383-394.



20

The Journal of Clinical Pharmacology / Vol 0 No 0 2020

145.

146.

147.

148.

149.

150.

151.

152.

153.

154.

155.

156.

157.

158.

159.

160.

161.

162.

163.

164.

Mak K-K, Pichika MR. Artificial intelligence in drug develop-
ment: present status and future prospects. Drug Discov Today.
2019;24(3):773-780.

Vamathevan J, Clark D, Czodrowski P, et al. Applications of
machine learning in drug discovery and development. Nat Rev
Drug Discovery. 2019;18(6):463-477.

Jones DE, Ghandehari H, Facelli JC. A review of the applica-
tions of data mining and machine learning for the prediction
of biomedical properties of nanoparticles. Comput Methods
Programs Biomed. 2016;132:93-103.

US FDA. DOXIL. https://www.accessdata.fda.gov/scripts/
cder/daf/index.cfm?event=overview.process&ApplNo=
050718. Accessed June 25, 2020.

US FDA. Ambisome. https://www.accessdata.fda.gov/
drugsatfda_docs/nda/97/050740_ambisome_toc.cfm.
Accessed June 25, 2020.

US FDA. DepoCyt. https://www.accessdata.fda.gov/
drugsatfda_docs/nda/99/21-041_DepoCyt.cfm. Accessed
June 25, 2020.

US FDA. Exparel (bupivacaine liposome) Injectable
Suspension. https://www.accessdata.fda.gov/drugsatfda_docs/
nda/2011/0224960rig1s000TOC.cfm. Accessed June 25, 2020.
US FDA. Marqgibo (vinCRIStine sulfate LIPOSOME
injection).  https://www.accessdata.fda.gov/drugsatfda_docs/
nda/2012/202497_marqibo_toc.cfm. Accessed June 25, 2020.
US FDA. Onivyde.  https://www.accessdata.fda.gov/
drugsatfda_docs/nda/2015/2077930rig1s000TOC.cfm.
Accessed June 25, 2020.

US FDA. Lupron (Leuprolide Acetate) Depot.
/lwww.accessdata.fda.gov/drugsatfda_docs/nda/pre96/
019943_LupronTOC.cfm. Accessed June 25, 2020.

US FDA. Sandostatin Lar Depot (Octreotide Acetate) Injec-
tion. https://www.accessdata.fda.gov/drugsatfda_docs/nda/98/
021008.cfm. Accessed June 25, 2020.

US FDA. Trelstar Depot (Triptorelin Pamoate) Injection.
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2000/
20-715_Trelstar.cfm. Accessed June 25, 2020.

US FDA. Definity (Perflutren Lipid Microsphere) Injectable
Suspension. https://www.accessdata.fda.gov/drugsatfda_docs/
nda/2001/21-064_Definity.cfm. Accessed June 25, 2020.

US FDA. Risperdal Consta Long-Acting Injection.
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2003/
21346_Risperdal TOC.cfm. Accessed June 25, 2020.

US FDA. Vivitrol (Naltrexone). https://www.accessdata.fda.
gov/drugsatfda_docs/nda/2006/021897_toc_Vivitrol.cfm. Ac-
cessed June 25, 2020.

US FDA. BYDUREON (exenatide) Extended-Release
for Injectable Suspension. https://www.accessdata.fda.
gov/drugsatfda_docs/nda/2012/0222000rigls000TOC.cfm.
Accessed June 25, 2020.

US FDA. Signifor LAR (pasireotide) for injectable suspension.
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2014/
2032550rigl1s000TOC.cfm. Accessed June 25, 2020.

US FDA. Lumason (sulfur hexafluoride lipid-type A
microspheres) for Injectable. https://www.accessdata.fda.
gov/drugsatfda_docs/nda/2014/2036840rig1s000TOC.cfm.
Accessed June 25, 2020.

US FDA. Bydureon bcise. https://www.accessdata.fda.
gov/drugsatfda_docs/nda/2017/2092100rigls000TOC.cfm.
Accessed June 25, 2020.

US FDA. TRIPTODUR KIT. https://www.accessdata.
fda.gov/scripts/cder/daf/index.cfm?event=overview.
process&AppINo=208956. Accessed June 25, 2020.

https:

165.

166.

167.

168.

169.

170.

171.

172.

173.

174.

175.

176.

177.

178.

179.

180.

181.

182.

US FDA. BICILLIN L-A. https://www.accessdata.fda.gov/
scripts/cder/daf/index.cfm?event=overview.process&AppINo=
050141. Accessed June 25, 2020.

US FDA. DEPO-PROVERA CI (medroxyprogesterone ac-
etate) injectable suspension. https://www.accessdata.fda.gov/
drugsatfda_docs/label/2010/020246s0361bl.pdf. Accessed June
25, 2020.

US FDA. Atridox (Doxycycline Hyclate, 10%). https:
/Iwww.accessdata.fda.gov/drugsatfda_docs/nda/98/50751.cfm.
Accessed June 25, 2020.

US FDA. Eligard (Leuprolide Acetate) Injectable Suspension.
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2002/
21-343_Eligard.cfm. Accessed June 25, 2020.

US FDA. Abraxane (Pcalitaxel Protein-Bound Particles)
Injectable ~ Suspension. https://www.accessdata.fda.gov/
drugsatfda_docs/nda/2005/21660_AbraxaneTOC.cfm.
Accessed June 25, 2020.

US FDA. Somatuline Depot. https://www.accessdata.fda.gov/
drugsatfda_docs/nda/2007/022074s000TOC.ctm. Accessed
June 25, 2020.

US FDA. Zyprexa Relprevv (olanzapine) for Extended Release
Injectable  Suspension. https://www.accessdata.fda.gov/
drugsatfda_docs/nda/2009/022173_zyprexa_relprevv_toc.cfm.
Accessed June 25, 2020.

US FDA. Invega Sustenna (paliperidone palmitate) 39mg,
78mg, 117mg, 156mg, and 234mg extended-release injectable
suspension. https://www.accessdata.fda.gov/drugsatfda_docs/
nda/2009/022264_invega_sustenna_toc.cfm. Accessed June 25,
2020.

US FDA. Feraheme (Ferumoxytol) Injection.
/Iwww.accessdata.fda.gov/drugsatfda_docs/nda/2009/
022180s000TOC.cfm. Accessed June 25, 2020.

US FDA. ABILIFY MAINTENA (aripiprazole) Extended-
Release Injectable Suspension. https://www.accessdata.
fda.gov/drugsatfda_docs/nda/2013/202971s000TOC.cfm.
Accessed June 25, 2020.

https:

US FDA. Ryanodex (dantrolene sodium). https:
[lwww.accessdata.fda.gov/drugsatfda_docs/nda/2014/
2055790rigls000TOC.cfm. Accessed June 25, 2020.
US FDA. Invega Trinza (paliperidone palmitate).

https://www.accessdata.fda.gov/drugsatfda_docs/nda/2015/
2079460rig1s000TOC.cfm. Accessed June 25, 2020.
US FDA. Aristada (aripiprazole lauroxil).
[lwww.accessdata.fda.gov/drugsatfda_docs/nda/2015/
2075330rigls000TOC.cfm. Accessed June 25, 2020.
US FDA. Sustol (granisetron). https://www.accessdata.fda.
gov/drugsatfda_docs/nda/2016/0224450rigls000TOC.cfm.
Accessed June 25, 2020.

US FDA. Sublocade (buprenorphine). https://www.accessdata.
fda.gov/drugsatfda_docs/nda/2017/2098190rigls000TOC.
cfm. Accessed June 25, 2020.

US FDA. Perseris kit. https://www.accessdata.fda.gov/
scripts/cder/daf/index.cfm?event=overview.process&ApplNo=
210655. Accessed June 25, 2020.

NCBI. Leuprolide Mesylate Injectable Suspension. https:
/lwww.ncbi.nlm.nih.gov/medgen/856245. Accessed June 25,
2020.

ClinicalTrials.gov. Study to evaluate the efficacy, safety, and
tolerability of long-acting intramuscular cabotegravir and
rilpivirine for maintenance of virologic suppression follow-
ing switch from an integrase inhibitor in HIV-1 infected
therapy naive participants. https:/clinicaltrials.gov/ct2/show/
NCT02938520. Accessed June 25, 2020.

https:


https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=overview.process&ApplNo=050718
https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=overview.process&ApplNo=050718
https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=overview.process&ApplNo=050718
https://www.accessdata.fda.gov/drugsatfda_docs/nda/97/050740_ambisome_toc.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/97/050740_ambisome_toc.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/99/21-041_DepoCyt.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/99/21-041_DepoCyt.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2011/022496Orig1s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2011/022496Orig1s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2012/202497_marqibo_toc.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2012/202497_marqibo_toc.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2015/207793Orig1s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2015/207793Orig1s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/pre96/019943_LupronTOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/pre96/019943_LupronTOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/pre96/019943_LupronTOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/98/021008.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/98/021008.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2000/20-715_Trelstar.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2000/20-715_Trelstar.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2001/21-064_Definity.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2001/21-064_Definity.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2003/21346_RisperdalTOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2003/21346_RisperdalTOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2006/021897_toc_Vivitrol.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2006/021897_toc_Vivitrol.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2012/022200Orig1s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2012/022200Orig1s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2014/203255Orig1s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2014/203255Orig1s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2014/203684Orig1s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2014/203684Orig1s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2017/209210Orig1s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2017/209210Orig1s000TOC.cfm
https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=overview.process&ApplNo=208956
https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=overview.process&ApplNo=208956
https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=overview.process&ApplNo=208956
https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=overview.process&ApplNo=050141
https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=overview.process&ApplNo=050141
https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=overview.process&ApplNo=050141
https://www.accessdata.fda.gov/drugsatfda_docs/label/2010/020246s036lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2010/020246s036lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/nda/98/50751.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/98/50751.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2002/21-343_Eligard.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2002/21-343_Eligard.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2005/21660_AbraxaneTOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2005/21660_AbraxaneTOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2007/022074s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2007/022074s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2009/022173_zyprexa_relprevv_toc.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2009/022173_zyprexa_relprevv_toc.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2009/022264_invega_sustenna_toc.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2009/022264_invega_sustenna_toc.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2009/022180s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2009/022180s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2009/022180s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2013/202971s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2013/202971s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2014/205579Orig1s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2014/205579Orig1s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2014/205579Orig1s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2015/207946Orig1s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2015/207946Orig1s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2015/207533Orig1s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2015/207533Orig1s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2015/207533Orig1s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2016/022445Orig1s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2016/022445Orig1s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2017/209819Orig1s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2017/209819Orig1s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2017/209819Orig1s000TOC.cfm
https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=overview.process&ApplNo=210655
https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=overview.process&ApplNo=210655
https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=overview.process&ApplNo=210655
https://www.ncbi.nlm.nih.gov/medgen/856245
https://www.ncbi.nlm.nih.gov/medgen/856245
https://clinicaltrials.gov/ct2/show/NCT02938520
https://clinicaltrials.gov/ct2/show/NCT02938520

Cottura et al

21

183.

184.

185.

US FDA. Intralipid 20%. https://www.accessdata.fda.gov/
scripts/cder/daf/index.cfm?event=overview.process&ApplNo=
020248. Accessed June 25, 2020.

US FDA. Haloperidol Decanoate Injection. https:
/Iwww.accessdata.fda.gov/drugsatfda_docs/anda/2000/75-
176_Haloperidol.cfm. Accessed June 25, 2020.

US FDA. Cleviprex (clevidipine butyrate).
/lwww.accessdata.fda.gov/drugsatfda_docs/nda/2008/
022156_cleviprex_toc.cfm. Accessed June 25, 2020.

https:

186.

187.

US FDA. Smoflipid (Lipid Injectable Emulsion).
https://www.accessdata.fda.gov/drugsatfda_docs/nda/
2016/2076480rigls000TOC.cfm. Accessed  June = 25,
2020.

US FDA. Cinvanti (aprepitant) Injectable Emulsion.
https://www.accessdata.fda.gov/drugsatfda_docs/nda/
2017/2092960rig1s000TOC.cfm. Accessed  June 25,
2020.


https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=overview.process&ApplNo=020248
https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=overview.process&ApplNo=020248
https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=overview.process&ApplNo=020248
https://www.accessdata.fda.gov/drugsatfda_docs/anda/2000/75-176_Haloperidol.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/anda/2000/75-176_Haloperidol.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/anda/2000/75-176_Haloperidol.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2008/022156_cleviprex_toc.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2008/022156_cleviprex_toc.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2008/022156_cleviprex_toc.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2016/207648Orig1s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2016/207648Orig1s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2017/209296Orig1s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2017/209296Orig1s000TOC.cfm

