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Abstract: The application of atomization technology is common in fields such as agriculture, cosmetics,
environmental sciences, and medicine. Aerosolized drugs are administered using nebulizers to
treat both pulmonary and nonpulmonary diseases. The characterization and measurement of
nebulizers are of great significance in analyzing the performance and accuracy of the nebulizing
system and the advancement of the technology. Nevertheless, the characterization of aerosols has
been a long-standing challenge in scientific disciplines ranging from atmospheric physics to health
sciences. The study of factors that influence nebulization has not been undertaken systematically
using experimental techniques. Numerical modeling (NM) and computational fluid dynamics (CFD)
can address such issues. This article provides a concise overview of the literature on the application
of computational fluid dynamics to medical nebulizers and aerosol measurements.
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1. Introduction

Atomization is the process of disintegrating fluids into liquid spray droplets due to the cohesive
and disruptive forces acting on the liquid. Atomization can be achieved through different techniques,
which can be classified into five categories: pressure, air-assisted or pneumatic, mechanical, acoustic,
and thermal atomizers [1-4]. Pressure and air-assisted atomizers both utilize the kinetic energy
of the fluid itself so that the relative velocity of the surrounding air and the fluid is kept high.
Pressure atomizers use high pressure to force the fluid through the nozzle, and the friction that is
created between the fluid and the air causes the fluid to disrupt and form droplets. For example,
a pressure swirl atomizer exists that utilizes a three step process: film formation, sheet breakup,
and atomization. In this atomizer, a special nozzle called a swirl port is used to push the liquid against
the wall of the chamber, and the liquid emerges from the orifice as a sheet, which is unstable and
soon breaks up into droplets [5]. In the case of air-assisted atomization, the fluid emerging from the
atomizer is surrounded with a high speed stream of air. Due to the friction caused between the fluid
and air, droplets are created. In the third type, i.e., mechanical atomizers, external energy is applied;
one example of this is the rotary atomizer. In this device, a centrifugal force is used to spread the liquid
uniformly. The energy creates a high relative speed between the liquid and air, which causes the liquid
to change into droplets [1]. The fourth type, i.e., the acoustic atomizer, operates based on the principle
of acoustic vibrations caused by gas flow with a velocity on the fluid field. The technique is very
similar to pneumatic atomizers except that it uses a different type of gas energy and has a better quality
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atomization. The last type, thermal atomization, is a technique of coating in which materials are sprayed
onto a surface. One good example is the cold spray thermal atomizer. Cold spray thermal atomizers
involve accelerating solid particles to high velocities in a supersonicjet. First, the material is injected and
heated by high temperature gas and begins to melt, before being accelerated. Afterwards, it is sprayed
onto a substrate at a relatively high velocity [6]. The use of cold spray atomizers is rapidly becoming
more widespread due to their ability to deposit fluids while keeping the chemical composition of the
fluid intact. Thermal spraying processes can be further categorized into three classes based on the type
of energy they use, namely the energy evolving from gas expansion, electrical energy, and combustion
heat sources [6]. Spraying has been widely used in different disciplines such as production and process
engineering, treatment and environmental protection, the metallurgy and coating industries, medical
spraying, printing, and agricultural spraying [7].

One application of medical spraying is inhalation therapy. Inhalation therapy devices are medical
devices that convert liquid drugs into aerosols or fine mists. An aerosol is a two-phase system composed
of liquid or solid particles and a gaseous medium in a suspension. Inhalation therapy has significantly
improved the treatment of pulmonary as well as nonpulmonary diseases [8-12]. Administering drugs
in the form of aerosols has been proven to be effective for several reasons, such as faster onset action,
reduced drug requirement to attain the desired therapeutic effect, and lower side effects due to minimal
exposure to the rest of the body. Broadly speaking, three types of devices are used to deliver drugs
in the form of aerosols: pressurized metered dose inhalers (pMDIs), dry powder inhalers (DPlIs),
and nebulizers. The pMDI is a portable outpatient inhalation device most widely used to deliver a
specific amount of drug to treat local respiratory diseases. On the other hand, a DPI is a portable
inhaler device that is used to deliver drugs in the form of a dry powder. The third inhalation device,
the nebulizer, is a medical drug delivery device used to convert liquids into aerosols of small size that
can be inhaled into the lower respiratory tract [13-20].

Although DPI and pMDI are the most widely used drug delivery systems, they are inadequate in
various scenarios, such as when used by elderly people and for patients with low inspiratory flow
rates. On the other hand, nebulizers, which are the oldest systems to deliver drugs, overcome such
problems [21,22]. Furthermore, since most drugs are available in solution form, patients are becoming
more satisfied with nebulizers [23,24]. However, nebulizers require more time to aerosolize and are
bulky and, therefore, not portable [25].

The primary aim of the current study was to assess the use of computational fluid dynamics (CFD)
in medical nebulizers focusing on their characterization and measurement.

1.1. Medical Nebulizers

Medical nebulizers are devices that aerosolize drugs so that they can be inhaled into the lower
respiratory tract. Nebulization is a method of administering drugs by converting the solution into
aerosols. Several research studies have been carried out in the literature showing the effectiveness
of nebulizers in treating different illness conditions such as pneumonia, asthma, cystic fibrosis, lung
injury, and dyspnea [26-29]. A variety of medications such as $82-agonist drugs, corticosteroids,
anticholinergic drugs, and antiasthma drugs are available in a form suitable for nebulization [30].

Depending on the method of production of aerosols, medical nebulizers are categorized into three
classes: jet, ultrasonic, and mesh nebulizers [31]. Jet nebulizers are the most widely used type for the
treatment of pulmonary diseases. They use electrical power sources or gas compressors in order to
break the solution into tiny droplets, and a baffle is used as a filter to limit the size of the droplets.
However, jet nebulizers are bulky. Additionally, the baffle allows only 12% of the drug to reach the
lungs, while the rest is wasted [32]. Conversely, ultrasonic nebulizers utilize sound waves to break
up the drug solution. They involve piezoelectric crystals to convert electrical energy from the source
into oscillations, varying from moderate to high, to form the droplet. Although ultrasonic nebulizers
are more compact and efficient when compared to jet nebulizers, proteins, liposomes, suspensions,
and other drugs that are vulnerable to deformity cannot be delivered in this way [33-36]. The third
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and most recent type of nebulizer is the mesh nebulizer. This type utilizes micropump technology
and a number of pores that can be adjusted for drugs with different properties. It has been shown
that proteins, suspensions, and nucleic acids can be delivered using mesh nebulizers without any
deformation. This is due to the alleviation of heating attained by using lower frequency waves [37-40].
Although mesh nebulizers are becoming the first choice in the treatment of different diseases, there are
still a number of challenges faced during the delivery of viscous drugs [41-45].

1.2. Nebulizer Characterization

The objective of the aforementioned nebulization methods is to produce aerosol droplets that
can bypass the upper airway and be deposited in the lower respiratory tract. This determines the
effectiveness of the drug inhalation treatment [16]. Targeted drug delivery is important in increasing
therapy efficiency while alleviating side effects. As research shows, the droplet size distribution
and traveling velocity of the aerosols are the two most important factors of nebulization treatment.
The droplet size determines its chance of penetrating the lower respiratory tract, and aerosol velocity
in turn determines the droplet size; an increase in velocity generally decreases the aerosol size [46,47].

There are different types of forces that govern the deposition of drug droplets of different sizes [48].
According to previous research, droplets in the range of 1-5 micrometers can be delivered to the smaller
airways and alveoli directly due to sedimentation forces, while submicronics of below 1 micrometer in
size are not deposited in the right location and are exhaled due to Brownian motion. Particles larger
than 5 micrometers are most likely to deposit in the larger conducting airways due to a relative high
mass deposit by inertial impaction [48,49]. This means that the deposition characteristics of droplets in
the alveolar region, airways, mouth, and throat and other parts of the body depend heavily on particle
size [45]. It is noted that the size and velocity of the droplets are affected by different factors including
the breathing mode of the patient, the nebulizer system, the geometry of the nozzle, and the aerosol
properties [50-52].

2. Literature Review on Nebulization

The systematic literature review carried out in the current study comprises two parts. The first
part is a review of scientific publications on the factors that influence nebulization, while the second
part is an overview of technologies used to measure the outputs of nebulizers, specifically droplet size
and velocity.

2.1. Methods

2.1.1. Search Strategy and Eligibility Criteria

This systematic literature review was done in September 2019 on Scopus and Web of Knowledge.
In the Scopus database, the keywords included were “NEBULA*” “AND” “COMPUTATIONAL
FLUID DYNAMICS” “OR” “NUMERICAL MODELLING”. A total of 99 studies were found after the
search, and the list was further refined to include only those recent works published between 2005 and
2019 and that excluded 9 from the list. Only articles and review papers were considered during the
review, and that further excluded 11 of the papers. Out of the remaining 79 papers, 4 were written in
languages other than English and hence were discarded. The remaining 75 papers were included in
the final review.

The second electronic search was done on the Web of Knowledge database. The keywords used
in the electronic search were “NEBULA*” “AND” “COMPUTATIONAL FLUID DYNAMICS” “OR”
“NUMERICAL MODELING” “AND” “MEDICATION”". A total of 144 studies were found during
the search. Studies were included based on the same criteria used for the Scopus database search.
Accordingly, 112 studies were retained in the final review.

Beside for the two databases, 18 additional articles were identified from other sources.
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2.1.2. Data Extraction and Study Quality Evaluation

Data extraction from the two databases was based on authors list, title, DOI (if available),
and abstract. A study was considered eligible if it was published between 2005 and 2019, written in the
English language, and addressed topics related to a mathematical model or optimization of nebulizers
and CFD on aerosol drug delivery. According to the above mentioned criteria, 205 papers were found
eligible. These papers were further analyzed based on their conceptual relevance. The process of
searching and paper selection is presented on the PRISMA diagram shown in Figure 1.

Records identified through databases
(n=187) and additional records identified
through other sources/references (n=18)
(Total n=205)

Article
duplication?

»| Records excluded after duplication (n=17)

Article defines Records removed based on title and keywords
mismatch (n= 100)

Y

keyword ?

Does abstract
discuss relevant
topic?

Records removed based on relevance of
abstract (n=58)

A 4

Full article -
Records removed after reading the full- text
assessed for _
(n=16)
eligibility

Studies included in the final synthesis (n = 14)

Figure 1. PRISMA diagram used during the systematic literature review.

In accordance with the PRISMA flow diagram, the total number of records identified through
searching was 205 out of which 17 duplications were identified and removed. Furthermore, articles
were checked if they addressed the defined keywords, and 88 papers were later retained. Only 30 papers
had abstracts relevant to the search criteria. Overall, 14 papers were included in the final synthesis
after assessing the contents of the 30 articles, out of which 12 were articles focusing on the effects of
drug properties and nebulization systems on the efficacy of drug delivery, and 2 papers were reviews
on the use of CFD on inhaler devices.
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2.2. Influencing Factors

As discussed earlier, the effectiveness of a nebulizer therapy is determined by how much of the
drug bypasses the airway and deposits in the lung. The deposition location is determined by the size
and velocity of the delivered drug [51]. These two parameters are influenced by a number of factors.
Haddrell et al. stated that formulation of drugs, the process occurring between aerosol generation
and deposition, as well as the delivery devices play a key role in the atomization process affecting
the droplet size and velocity [53]. Extensive understanding and characterization of these factors is
required in order to improve the nebulization performance [48]. These factors were classified into three
categories in a previous study [52]. Table 1 summarizes the factors.

Table 1. Factors influencing outputs of nebulizers.

Particle Characteristics Nebulizer System Patient Condition
Diameter Residual volume Airway obstruction
Shape Continuous delivery Respiratory rate
Tap density Baffle design Reduced vital capacity
Bulk density Flow rate Nebulization time
Charge Pressure Occluded airways
Hydroscopy Frequency Residence time
Surface tension Nasal breathing
Viscosity Nozzle insertion angle

Concentration effect
Mass median diameter

Traditionally, studying and characterizing such factors was limited to experimental observations.
Due to the requirement of expensive set up of equipment to capture complex physics, the approach
was considered very costly. The other constraint of this method is that it provides only an overall
explanation of the process. On the other hand, numerical simulations offer an elaborated explanation
and statistical data of different determining factors. Ashgriz et al. investigated the different numerical
simulation techniques to deal with atomizers [54]. Nowadays, the use of numerical methods to study
inhaler devices is becoming very common due to the emergence of new software. The use of computer
based simulations has become very common in all science and engineering fields in the analysis of
fluid flows [55]. This is due to the availability of powerful and cheap software. For inhaler therapy
technologies, the use of CFD and DEM (discrete element modelling) has helped in overcoming several
problems by providing detailed description of extracted statistical data from continuity, momentum,
and energy equations [56]. Assuming a flow inside a nozzle with a given geometry, the transport
of mass and momentum is described by the (density based) Navier-Stokes equation. The velocity,
pressure, and density fields are obtained from the continuity, momentum, energy, as well as the
equation of state given in Equations (1)—(5) (in the case of 2D), as also explained in [55].

. . dp
Continuity equation : n +V-(pu) =0 1)
. ... d(pu) _9p
Momentum in the x-direction : Fra V-(puu) = 5 T V-(uVu) + Sp, )
. .. d(pv) 9
Momentum in the y-direction : T + V-(pvu) = 3y + V-(uVo) + S, 3)
. d(pe) _
Energy equation : TR V-(peu) = —pV-u+ V-(kVT) + @ + S 4)

Equation of state : p = pRT and e = C,T )
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where p denotes the fluid density (kg/m?), u denotes the fluid dynamic viscosity (mPa s), u is the
fluid velocity vector (m/s), u is the fluid velocity in the x-direction (m/s), v is the fluid velocity in
the y-direction (m/s), p represents the fluid pressure (Pa), e is the specific internal energy (J/kg), k
is the fluid thermal conductivity (W/(m K)), T is the fluid temperature (K), R is the universal gas
constant (m®Pa/(K mol)), C, is the heat capacity at constant volume (J/K), Sp; and Sg are the momentum
and energy source terms, respectively, and & represents the dissipation function [57]. In practical
inhaler design applications, the time averaged versions of these governing equations, the so called
Reynolds-averaged Navier-Stokes (RANS) equations, are used.

Aerosol particles often assume considerable inertia depending on their size, which results in
wall deposition phenomena. There are also interactions between different aerosol particles that
need to be taken into account, and such particle dynamics need to be considered in CFD models.
However, traditional CFD techniques may not accurately account for such particle—particle and
particle-wall interactions, and DEMs are often preferred in this regard [55,56]. In order to solve the
governing Navier—Stokes equations, we need to specify boundary conditions. The typical boundary
conditions are input, output, wall, symmetry, and periodic conditions. Different types of boundary
conditions can be imposed on the boundary of the domain. The choice of the boundary conditions
dictates the resolution of the computational problem. The wrong imposition of boundary conditions
may lead to convergence to a wrong solution or complete divergence to the result.

In the current review, recent papers that studied different influencing factors of nebulizer outputs
using numerical methods were considered.

Wong et al. [55] and Ruzycki et al. [56] reviewed studies that used CFD to study different inhaler
devices. In the reviews, studies from 2005 to 2013 were included. The papers concluded that the use of
CFD is a promising technique in order to analyze and design inhaler devices.

As mentioned earlier in Table 1, the properties of drugs is one of the factors determining the
output of nebulizers. Labris et al. stated that physical properties such as surface tension, viscosity,
ionic strength, temperature, and pH have effects on size and traveling velocity of particles [25].
Effects of pH and drug concentration were also studied in [58]. The study discussed that a high
concentration of drugs might be a cause for drug output reduction. In addition, a low pH solution
might induce coughing and irritation of the patient’s lung. The temperature of the aerosolized drug
greatly determines the aerosolization process. Cold aerosols are not beneficial for infants, patients with
allergy, and hypersensitive patients. Increase in temperature reduces the quantity of large droplets
and decreases the liquid viscosity [59]. Viscosity also has a major impact in atomization. A study
presented in [60] showed that the increase in shear and extensional viscosity increases droplet size.
Especially, extension viscosity has a key role in the process. The effects of shear and extension viscosity
were investigated on atomization of Newtonian and non-Newtonian fluids [61]. For Newtonian fluids,
increased viscosity caused a decrease in the number of smaller droplets and an increase in the number
of larger droplets. On the other hand, for non-Newtonian fluids, increased viscosity caused more
smaller size droplets, while the larger ones disappeared.

Jeng et al. used a micromachine fabricated piezoelectrically actuated nebulizer to investigate the
optimal operating conditions and effects of drug properties on their deposition and dispersion [62].
The study investigated effects of drug properties such as surface tension and viscosity on the drug
delivery efficacy under a fixed operating frequency. Results of the study showed that as the viscosity
of the drug was elevated, average particle size increased and flow rate decreased. On the other hand,
as the surface tension of the drug increased, the droplet accumulation around the orifice plate increased.

Furthermore, Arulmuthu et al. studied the aerosolization of shear sensitive plasmid DNA using
a Micro AIR@ mesh nebulizer [49]. The authors showed that by using CFD simulation, high strain
rates were identified at the exit of the nozzle that can cause damage to the shear sensitive plasmid
DNA. The causes of the shear strain were primarily friction around the nozzle wall, reduction of the
area during the flow, and compression in the outlet of the nozzle. Strain rates were used to estimate
the hydrodynamic force of the plasmid DNA. According to the study, plasmids of 5.7 kb (kilobase)
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underwent reversible damage, while plasmids of 20 kb experienced irreversible damage, which was
confirmed using experimental measurement.

Different research has been done to study the effects of the nebulization system on drug delivery.
Su et al. declared the advancement of the nebulizer design as one of the most feasible factors in
determining effectiveness of drug delivery [63]. The study investigated the feasibility of a valveless
micropump by exploring its characteristics and comparing it with a standard nebulizer. A study by
Amirav et al. discussed the significance of using add-on devices, such as hood nebulizers and aerosol
face masks, on making the drug delivery more desirable [65,66].

A number of researchers used CFD to study the effects of nebulizer device modification on
successful drug delivery. According to Lange and Finlay, nebulizers are experiencing a revival
and are able to overcome traditional shortcomings through reduced power consumption, effective
drug delivery, and reduction in bulkiness due to the development of updated technologies [66].
Nebulizer designs have evolved from manual to electric powered devices and recently vibrating mesh
nebulizers. The smart technologies that are emerging have better capacity of lung deposition [48].
In another study reported in [67], it was found that development of interface devices such as facemasks
and mouth pieces between the patient and the device are important in order to achieve efficient
drug delivery. Worth Longest et al. simulated a mesh nebulizer coupled with add-on devices [68].
The objective of the research was to analyze how submicrometer and nanometer particles were
delivered efficiently and to explore their formation from a mesh nebulizer coupled with an add-on
device perspective using experimental and CFD techniques. The add-on devices used were found
to be very helpful in increasing the effectiveness of the drug delivery by protecting the aerosol from
drying by controlling the humidity and temperature of the inhaled aerosol.

Yousefi et al. investigated the CFD simulation of aerosols using an advanced technology called
surface acoustic wave (SAW) nebulization [69]. The work stated that conventional aerosol delivery
mechanisms have low efficacy, where only a few fractions of the drug intended to be delivered reach
the targeted region. As their results indicated, the use of a micropump droplet generator (MDG) and
SAW increased the deposition of the drug into the targeted site.

Santati et al. used CFD to analyze the inclusion of a six inch corrugated tube with an 80 mL
capacity in a small volume jet nebulizer (SV]JN) so that the device could be used on small asthmatic
children [70]. The conventional SVJN was manufactured considering only adults. The device produced
a large number of particles with a high speeder than a child could intake. The corrugated tube caused
the drugs to slow down by 31.48%, while other important physical attributes remained the same.

In addition to studying the effects of advanced technologies in nebulization, the effects of nozzle
geometry, frequency and voltage in determining the effectiveness of the therapy have also been
investigated previously [63]. Reported results showed that as the nozzle diameter decreased, particle
size decreased as well, and droplet velocity increased. According to [62], going above the optimal
frequency resulted in a reduced droplet size, but a larger volume of air was introduced to the reservoir,
which caused decreasing ejection performance. Nebulizer flow rate was maximized when the optimal
frequency equaled the resonant frequency of the piezoelectrical actuator. In another study, the same
nebulizer used by [62] was also used by Shen et al. to investigate the optimal operating conditions of
that specific nebulizer [71]. According to the study, the best performance was achieved at 120 kHz
working frequency. At that specific frequency, a droplet size of 4 um and a flow rate of 0.5 mL/min
were achieved

Droplet formation was investigated from a valveless micropump droplet generator (MDG) in
another study [63]. The study investigated effects of orifice diameter and frequency on the droplet size
and velocity. The results from the study showed that droplet size decreased as the orifice diameter
decreased, while droplet velocity decreased as the nozzle diameter increased.

The effect of the third influencing factor, which is patient condition, was investigated by different
scholars. Successful therapy depends on the patient’s condition. Knowledge of the complex geometric
structure of the human respiratory system is needed to estimate the deposition location. The geometry
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is affected by different factors such as sex, weight, height, and age [72]. Shakked et al. simulated the
airflow induced drug dispersion through a nebulizer hood to study the effect of patients’ breathing
conditions on nebulization therapy, focusing on analyzing the dynamics of carrier gas and drug
aerosol [73].

Dispersion of drugs through a hood was studied based on three breathing conditions: inspiration,
expiration, and apnea. Inside the funnel and the tube that connects the nebulizer with the infants’
mouth and near the exit of the funnel, the velocity of the air and trajectories of drug droplets do not
have differences among the three breathing phases. However, other parts of the hood highly depend
on the infant’s breathing condition. Simulation of six consecutive breathing cycles of inspiration,
expiration and apnea of four seconds showed that 37% of the drug reached the patient’s mouth, 10.3%
deposited on the head, 13.7% deposited on the surface under the infant model, and the remaining
39% exited the hood. Further, the study investigated the effects of different hood designs on drug
deposition. One of the findings, for instance, was that efficacy of the drug delivery during inspiration
was reduced by 3% when the funnel was widened [73].

Kim et al. investigated the particle inhalability and deposition on a seven-month old infant model
due to changes in head direction and breathing mode [74]. Up, side, and front head directions and
nasal and oronasal breathing modes were considered during the study.

Although previous works mainly focused on factors such as drug properties and the nebulization
system, the drug delivery process was also highly dependent on patient conditions. Infants usually
are nasal breathers, but sometimes due to some problems blocking their nose, they use their mouth.
The switch causes deposition of drugs on their faces or eyes. Facial-ocular deposition is highly
influenced by head position, but not by the breathing mode. Face side position is considered more
preferable than face up position due to lower facial-ocular deposition while achieving similar efficacy,
whereas oronasal breathing gives 22.5% average lung delivery efficiency and nasal breathing offers
18.5%, which agree fairly well with figures reported in vitro measurements previously (18%—-20%).

The effect of nozzle insertion angle inside a patient’s mouth on drug delivery was also
investigated [75]. The study showed that the angle of insertion mainly affected the momentum
of the fluid. That meant it had a stronger effect when the jet velocity was high in the airways, and as a
result the aerosol size became larger. Results also showed that the insertion angle at the mouth—inhaler
interface also had an effect on the aerosol velocity.

The effects of nasal drug delivery devices and their orientation were numerically analyzed based
on the output of an in-house designed automated actuation system producing a spray plume in research
by Tong et al. [76]. In order to film and study important characteristics such as cone angle, breaking
length, and aerosol velocity, high speed photography was used. These characteristics were used as
boundary conditions for the numerical simulation. In the numerical simulation, nasal cavity geometry
was obtained from a computed tomography (CT) scan, while different influencing factors like patients’
breathing mode, nozzle, and drug droplet were considered. The study showed that the direction of the
released particles had effects on the deposition, and the middle direction was found to be the most
effective one. Furthermore, Radhakrishnan et al. studied the effects of turbulence produced by the
upper air way on the flow and deposition of particles [77]. The flow of air in the trachea and the upper
branches of the lung used to be considered laminar in most computer simulations. However, the results
reported by Radhakrishnan et al. showed that turbulence due to geometry of the upper airway affected
the particle distribution and deposition.

Frank et al. studied the effects of nasal deformity on the penetration of drugs through the nasal
valve (NV) using a nebulizer [78]. The study showed that in the presence of septal deviation, particles
of 10-pum size had good penetration, while particles below 10-um were respirable. As the results
indicated, the range of respirable particles sizes in the presence of nasal deformity was different from
the normal case.

Table 2 summarizes the different influencing factors of nebulizers studied by different scholars.
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Table 2. Summary of literatures on influencing factors of nebulizers.
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best droplet size simulated the vibration
and velocity micro-nozzle plate
output
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Effects of Effect of a nasal 12.1.4 software bases on
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Table 2. Cont.
Journal No. of
Authors Title of Study Technique Major Focus Method Used Impact .
Citations
Factor
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An Investigation ultrasonic (SIMPLE-Consistent)
into nebulizers under  algorithm was used for
Piezoelectrically . . varying operating the velocity and
Jeng et al. Actuated PleZoeledrlcauyconditions such as ressure fields and VOF
g p
. . actuated . 3.493 11
[62] Nebulizer with nebulizer frequency and (volume of fluid) and
the yEDM-made properties of PLIC (piecewise linear
Micronozzle drugs such as interface calculation) for
Array viscosity and factors of volume
surface tension fractions of liquids
Investigate
numerically the
. airflow induced FLUENT 6.1 CFD
Numerical . - software package
Simulation of air drug dispersion describing the airflow
Flow and inside the hood and the trajectories of
Shakked et - Nebulizer and drug droplet )
Medical-Aerosol . . ¢ . drug droplets to solve 2.866 9
al. [73] . with hood dispersion with : .
Distribution in Navier-Stokes equation
. respect to three
an Innovative breathing phases: and GAMBIT package
Nebulizer Hood arung p ’ to generate geometry
inspiration,
o and mesh
expiration,
and apnea
- ANSYS Fluent 17.1 CFD
Modified Redesign of SVIN program was used to
Small-Volume . -
. by adding solve conservation
Jet Nebulizer . -
Based on CFD Small corrugated tube in equations. The shear
Santati et al. ased o volume jet order to slow stress transport k—w
Simulation and . 1.295 0
[70] its Clinical nebulizer down the drug turbulance model was
Outcomes in (SVIN) velocity so that used where particle

Small Asthmatic
Children

they are suitable
for small children

path lines were
calculated using
discrete phase model

2.3. Droplet Size and Velocity Measurement

Droplet size and velocity measurements are important in different fields, such as rain droplet

measurement.

A disdrometer is the most commonly used rain droplet measurement device.
Former disdrometer devices used to work based on microscopic measurement. However, the current
and most commonly used are optical disdrometers. As discussed earlier, droplet size and velocity are
the most important parameters that determine the effectiveness of aerosol therapies. Measurement of
these parameters is very important from several points of view including proving reliability and quality
of the delivery system and improvement of existing technologies. Most importantly, the results from
the measurement can be used as boundary conditions for CFD simulations. There are a number of
instruments that are available for measuring spray systems. Therefore, careful consideration must
be given to the choice of instruments depending on the application [79]. Although the focus was not
medically related, a good review of drop size measurement techniques for dense fuel spray applications
was published by A. R. Jones in 1977, which came out in the Journal of Progress in Energy and Combustion
Science [80].

Broadly speaking, drop-sizing and velocity measurement techniques can be classified into three
groups, namely mechanical, electrical, and optical, each one of them having their subgroups [81-83].

e  Mechanical method: In this method, first, droplet samples are directly collected on a solid
surface or in a cell containing special fluid. Next, their size is measured through photography or
microscopy. There are different types of mechanical methods including droplet capture, cascade
impaction and sedimentation techniques. In the droplet capture method, samples of the droplet
are collected on a surface where different kinds of surface coatings such as white Vaseline and
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magnesium oxide are applied. Then size of the droplets is determined using a microscope by
measuring the mechanical deformation that occurred on the surface coatings by the droplet impact.
Although this method is simple, size determination and counting is difficult due to the overlap of
droplets on the slides. Besides, the collected sample of droplets might not represent the whole
droplet [80]. In case of cascade impactors, the droplet travels with airflow at high velocity and
then is impacted with slides coated with a carbon and magnesium oxide mixture, which retains
the large droplets, whereas the small droplets will follow the airflow around the slide. As the
velocity of the small droplets increases, they will hit the slide, and then after are gathered in a
collector. The size of the droplet is then determined by analyzing the cumulative droplet sizes in
each slide. This method is convenient for droplet sizes between 1.5 and 50 um, whereas droplets
larger than 50 um impose problems on the first slide [84]. In the case of the sedimentation method,
the spray of droplets is injected into a horizontally moving uniform airflow, which passes through
a settling chamber. Then the droplets split up and fall down at varying distances into the settling
chamber because of their different terminal velocity and size.

e  Electrical: This method depends on the detection and analysis of electronic pulses produced
by drops for the construction of drop size distributions. The electrical techniques include the
Wicks-Dukler approach, the charged wire probe, and the hot wire anemometer [84]. In the
Wicks-Dukler method, the droplet contact frequency between two sharp needles with potential
difference is recorded. The distance between the needles is adjustable, and electric contact among
them occurs if the droplets are in contact with them simultaneously. In order to monitor the
closure frequency, a counter is utilized. The distance between the needles is varied, and closure
frequency is measured again and then droplet size distribution is determined. In case of the
charged wire method, the droplet is made to hit electrically charged wire, which results in the
draw of charge from the wire. The amount of charge drawn from the wire depends on the size
of the droplet. In the case of a hot wire anemometer, a drop is captured in a resistively heated
wire, which results in the local cooling of the heated wire as the droplet evaporates. Due to this
cooling, the wire resistance will fall down. Therefore, in order to restore the resistance to the
originally preset value, a voltage pulse is produced, and the analysis of this voltage pulse leads to
the droplet size determination [84].

e Optical: includes both imaging (photography, cinematography, holography) and nonimaging
(single drop counters, ensemble multi drop counters) techniques.

In the past, cascade impactors were commonly used for measuring the output of inhaler devices [85].
However, spurious deformation was caused due to rapid flow rate and heating effect [86]. Yet the
impactors remained as a standard for particle size measurement [64,65]. Nowadays, owing to the
introduction of different laser based techniques, measurement has been improved substantially [87,88].

2.4. Laser Diffraction Analyzer

Laser diffraction (LD), or Fraunhofer diffraction, is a droplet size measurement technique that
operates based on light scattering pattern interpretation, which is subsequently converted into volume
weighted droplet size distribution (DSD). Mitchell et al. studied the use of laser diffractometry for
measuring aerosol sizes from an inhaler device [89]. The study described the process of changing the
light scattering pattern to DSD in three steps (see also Figure 2).
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Aerosol Plume

Laser Light
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Beam Processing Unit

Range (Fourier)

Lens —
Multi Element
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Inhaler

Figure 2. Schematic of a laser diffraction system described in a three step process. In the first step,
coherent light is released from the laser diode. The light is then scattered through all the particles
and the pattern is detected. Afterwards, the detected pattern is converted to a digital signal and then
deconvoluted into droplet size distribution (DSD) [89].

Research has also been carried out comparing the traditional ways of measuring DSD with an
LD analyzer [90,91]. The LD technique is considered very fast when it is compared to other former
methods. It can take several hundreds of measurements within a one second interval [92-96]. Pilcer et
al. described the advantages of LD as a high resolution, short time processing, and automatic data
analysis and transfer method [97]. However, the LD technique is not recommended in measuring drug
suspensions, since deformation to the drug suspension might occur [97].

2.5. Laser Doppler Velocimetry

Laser Doppler velocimetry (LDV), also known as laser Doppler anemometry (LDA), is a technique
used to measure the instantaneous velocity of a fluid field using a Doppler shift, which is the frequency
difference between the incident and scattered light in a laser beam. A schematic of an LDV system is
depicted in Figure 3.

Laser Beams
Signal Processor

Laser Transmitter Receiver .

Data Management
Particle Sygtem

Figure 3. Schematic of a laser Doppler velocimetry system where monochromatic light is emitted
towards the target and scattered light is detected by a photo multiple tube (PMT). Then, the Doppler
shift is measured, which is a function of the target object relative velocity [98].
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2.6. Phase Doppler Anemometer

The phase Doppler anemometer (PDA), also known as a phase Doppler particle analyzer (PDPA),
is an advanced version of an LDV, which is used to measure both the velocity and size of a droplet at
the same time [99,100]. Figure 4 shows a schematic description of a PDA system.

Photo
Particle Detectors
y : 3
L . 2 o ="
=
|_ ; ./ 3 Frequency and
aser  Beam : Phase Signal
Splitter I;rlsmltter Probe Volume Receiver Lens Processor

Figure 4. Schematic of a phase Doppler anemometer system making use of two coherent laser lights that
are emitted from two beams and intersect at a specific angle to form a measuring volume. The droplet
size is measured by analyzing the difference between two bursts detected using different detectors in a
different angle, while the velocity is determined by analyzing the Doppler-equivalent frequency of the
scattered light through the droplet [101,102].

3. Discussion

The literature review in the current study was divided into two parts. In the first part, the analyzed
literature implied that the two droplet parameters, i.e. size and velocity, are influenced by different
factors, which are grouped into three: particle characteristics, nebulizer system, and patient condition.
Physical properties of drugs such as surface tension, viscosity, ionic strength, and pH have a significant
effect on the drug size and velocity. Studies have shown that sensitive drugs such as plasmids are
vulnerable for distortion due to their natural structures. This implies that the delivery process must
be different for different drugs since they possess discrete characteristics. Research on the second
influencing factor, the nebulizer system, indicated that advancements in the design of a nebulizer have
an impact on alleviating the efficacy of drug delivery. According to a study by Azevedo et al., which
was done on a blurry injector, the nozzle geometry was found to have a significant impact on aerosol
production [103]. The study investigated that parameters such as average droplet diameter, discharge
coefficient, velocity, and spray cone angel were affected by the nozzle configuration. As the research
implies, the change in the configuration of the nozzle has a significant impact on the output. The third
factor, which is patient condition and includes breathing condition and insertion angle, also has a
significant impact on the delivery process. In addition, respiratory tract deformity and turbulence
in the upper airway are other factors that need to be considered for nebulizer device development
or enhancement. All the aforementioned factors are not separate, and they are interdependent on
one another.

The second part of this literature review was about different techniques of droplet size and velocity
measurement. As discussed in the review, results from the measurement are crucial not only for
proving reliability and quality of the delivery system and improvement of existing technologies but
also are used as boundary conditions during CFD simulations. Commonly used techniques such as
LDA, LDV, and PDA were included in the review. The reviewed papers indicated that the use of CFD
to study the delivery of aerosolized drugs is growing. This is due to the availability of new software
that can provide statistical data from continuity, momentum, and energy equations. Although CFD is
complicated, it is much better to study and understand different factors that influence the deposition
of drugs than experimental methods.
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4. Conclusions

This article reviewed scientific publications on characterization and measurement of medical
nebulizers. Administration of drugs in the form of droplets is becoming preferable because it
can alleviate the side effects and administration time while increasing the predictability of the drug.
The effectiveness of nebulization is mainly determined by DSD and velocity of the droplet. According to
the reviews, these parameters are influenced by a number of factors and they were categorized into
three groups: particle characteristics, nebulizer system, and patient condition. In order to improve the
accuracy and quality of performance, characterization must be done. Nowadays, due to the emergence
of powerful software, numerical simulation has become the preferred way of studying the aerosolization
process. The other review was on velocity and DSD measurement methods. According to the review,
laser based techniques including LDA, LDV, and PDA have been able to make the measurements faster,
more accurate, and with better resolution allowing automatic data transfer. In summary, studying
characteristics and measurements of aerosolized drugs is very important for analyzing the performance
and accuracy of a nebulizer system, whether to design new devices or enhance currently available ones.
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