
Citation: Zhang, Q.; Wang, Z.; Shi, K.;

Zhou, H.; Wei, X.; Hall, P. Improving

Inhalation Performance with Particle

Agglomeration via Combining

Mechanical Dry Coating and

Ultrasonic Vibration. Pharmaceutics

2024, 16, 68. https://doi.org/

10.3390/pharmaceutics16010068

Academic Editor: Stefano Giovagnoli

Received: 21 November 2023

Revised: 13 December 2023

Accepted: 20 December 2023

Published: 31 December 2023

Copyright: © 2023 by the authors.

Licensee MDPI, Basel, Switzerland.

This article is an open access article

distributed under the terms and

conditions of the Creative Commons

Attribution (CC BY) license (https://

creativecommons.org/licenses/by/

4.0/).

pharmaceutics

Article

Improving Inhalation Performance with Particle Agglomeration
via Combining Mechanical Dry Coating and Ultrasonic Vibration
Qingzhen Zhang 1, Zheng Wang 1,2 , Kaiqi Shi 3, Hang Zhou 4, Xiaoyang Wei 5 and Philip Hall 1,5,*

1 Department of Chemical and Environmental Engineering, University of Nottingham Ningbo China,
Ningbo 315100, China; qingzhen.zhang@nottingham.edu.cn (Q.Z.); zheng.wang@nottingham.edu.cn (Z.W.)

2 Key Laboratory for Carbonaceous Wastes Processing and Process Intensification Research of Zhejiang
Province, University of Nottingham Ningbo China, Ningbo 315100, China

3 Suzhou Inhal Pharma Co., Ltd., Suzhou 215000, China; skq@inhalpharma.com
4 College of Pharmacy, Zhejiang University of Technology, Hangzhou 310014, China; 2552107179@zjut.edu.cn
5 Nottingham Ningbo China Beacons of Excellence Research and Innovation Institute, University of

Nottingham Ningbo China, Ningbo 315100, China; xiaoyang.wei@nottingham.edu.cn
* Correspondence: philip.hall@nottingham.edu.cn; Tel.: +86-574-8818-0000 (ext. 8018)

Abstract: Agglomerate formulations for dry powder inhalation (DPI) formed with fine particles are
versatile means for the highly efficient delivery of budesonide. However, uncontrolled agglomeration
induces high deposition in the upper airway, causing local side effects due to high mechanical
strength, worse deagglomeration, and poor fine-particle delivery. In the present study, fine lactose
was mechanically dry-coated prior to particle agglomeration, and the agglomerates were then
spheroidized via ultrasonic vibration to improve their aerosol performance. The results showed
that the agglomerate produced with the surface-enriched hydrophobic magnesium stearate and
ultrasonic vibration demonstrated improved aerosolization properties, benefiting from their lower
mechanical strength, less interactive cohesive force, and improved fine powder dispersion behavior.
After dispersion utilizing a Turbuhaler® with a pharmaceutical cascade impactor test, a fine particle
fraction (FPF) of 71.1 ± 1.3% and an artificial throat deposition of 19.3 ± 0.4% were achieved,
suggesting the potential to improve the therapeutic outcomes of budesonide with less localized
infections of the mouth and pharynx.

Keywords: mechanical dry-coating; ultrasonic vibration; budesonide; magnesium stearate; inhalation

1. Introduction

Asthma is a chronic inflammatory disease associated with the expression of mul-
tiple inflammatory genes [1]. Inhaled corticosteroids (ICSs) are the most effective anti-
inflammatory treatment for patients with persistent asthma. Inhaled budesonide is recom-
mended for the treatment of asthma. However, the development of localized infections of
the mouth and pharynx in clinical studies with Candida albicans occurs at an incidence
of more than 5.5% when patients are treated with inhaled budesonide [2]. When such an
infection develops, appropriate local or systemic (i.e., oral antifungal) therapy should be
used if treatment with budesonide continues, or the therapy may need to be interrupted.
Although patients are required to rinse their mouths after the inhalation of budesonide,
there is no guarantee of the effect due to the low aqueous solubility of the drug. With
the concerns regarding superior therapeutic outcome maintenance and the relief of local
side effects, efficient fine particle delivery with reduced upper airway deposition for DPI
budesonide formulations must be achieved [3].

To reach the deeper lung compartments, an aerodynamic diameter of 1–5 µm is re-
quired for respiratory particles [4,5]. Cohesive force dominates the behavior of micronized
particles, leading to uncontrolled agglomeration and a wide size-distribution of the ag-
glomerates [6]. The conventional approach to solve this problem in the pharmaceutical
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industry is blending micronized active compounds with coarse lactose [7]. Coarse lactose,
working as an excipient, disperses the cohesive fine drug particles on the lactose’s surface
to facilitate dispersion when inhaled and realizes dose metering during its manufacture.
However, large proportions of lactose in a formulation increase the powder amount that
must be inhaled due to the lower drug concentration in the formulation, which can result
in cough and irritation. Both carrier-based (core–shell) and agglomerate formulations are
widely and conventionally used in drug preparation. Various studies have been conducted
to investigate techniques for the preparation of core–shell drug particles to improve drug
administration. Engineering the surface properties to develop micronized particles with a
core–shell structure [8–10] or to achieve particle agglomeration with cohesive force to real-
ize the efficient aerosolization and flowability are effective approaches in drug delivery [11].
The core–shell-structured particles have an optical particle size that is larger than the aero-
dynamic particle size of 5 µm, but they exhibit lower inertia due to their lower density,
which could contribute to its superior aerodynamics; in comparison, particle agglomeration
utilizes the cohesion of fine particles to form an agglomerate, and they deagglomerate into
fine particles via collision in the inhaler. The commercial products of carrier-based inhaler
formulations usually have a fine particle fraction (FPF) in the range of 20–30% [12]. The use
of a soft agglomerate formulation with less or without excipients is an alternative strategy
to achieve high delivery efficiency [13]. Fine particle agglomeration works on the principle
that fine particles form small-sized agglomerates due to their cohesive force, which become
larger when fine particles adhere to the surface, layer-by-layer, during spheroidization in
a coating pan when it rotates. These agglomerates are formed by a number of primary
particles; they typically have diameters much larger than those of the original lactose
particles. van der Waals forces dominate in agglomerates, along with capillary force, due to
the linear decrease in van der Waals forces with the reduced particle radius [14]. In other
words, the larger agglomerate particles consist of relatively smaller agglomerates, which
are bonded to each other with the cohesive forces (usually van der Waals forces) of fine
particles; therefore, there are more interaction points when the agglomerates become more
compact as the weight of the agglomerates on the upper part press on their lower coun-
terparts in the bottom of the rotation pan; therefore, the mechanical strength increases as
spheroidization continues. Astra Zeneca’s Turbuhaler delivers formoterol in the microgram
range through a soft agglomerate with an FPF of 40–50%, which is more than that of the
carrier-based formulation. There were some improvements made to mitigate the side effects
on the mouth or upper throat given its elevated deagglomeration and dispersion during
inhalation. As soft agglomerates are produced by the conventional spheroidization process
over a long duration to obtain good sphericity and flowability, their mechanical strength
is normally quite high, which hinders the deagglomeration and fine particle dispersion
performance [15]. The insufficient deagglomeration and breakdown of the agglomerates
into fine particles during inhalation lead to improper penetration of the powder dosage to
the bronchial area [16]. To address these issues, the conventional production of agglomerate
formulation requires the following steps: (1) divide the commercial batch size into several
sub-batches to minimize the impact of weight/pressure on the agglomerate particles in
the bottom of the rotation pan; (2) sieve repeatedly to obtain a uniform size distribution
of the agglomerate particles and remove of the larger agglomerate particles with higher
mechanical strength [15].

To solve the problems that occur during the conventional production of agglomerate
formulations, achieving particle agglomeration under ultrasonic vibration is an alternative
for the continuous production of agglomerate formulations with efficient deagglomeration
and fine particle dispersion, which was originally reported for the collection of particulate
matter of 2.5 µm or less in diameter [17]. Strong aerial ultrasonic waves induce the vibration
of fine particles to generate interparticle collisions, resulting in particle agglomeration [18].
This is advantageous for producing agglomerates with loose microstructures that are ready
for dispersion, because the spherical agglomerates are subject to continuous rotation during
spheroidization, during which the agglomerates slide from the bottom of the coating pan (as



Pharmaceutics 2024, 16, 68 3 of 22

shown in Figure 1A,B). The ultrasonic vibration waves are transferred to the agglomerates
to induce small-amplitude vibration of the small aggregates to relax or even minimize the
interaction points of the aggregates (as shown in Figure 1C,D). Therefore, finer particles
and smaller aggregates with lower mechanical strength are present in the agglomerate
formulation [19].
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Figure 1. Schematic of (A) front view and (B) side view of particle agglomeration under ultrasonic
vibration [20]. (C) Principle of particle agglomeration, and (D) schematic of individual agglomerate.

The pulmonary delivery process of agglomerate formulation is shown in Figure 2,
which can be divided into four steps: (1) fluidization of DPIs within the inhaler device,
(2) deagglomeration of DPIs, (3) transport of fine particles after dispersion through the
oropharynx and throat, and (4) deposition of fine API particle in the lungs.
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Figure 2. Schematic of pulmonary delivery processes of agglomerate formulation.

Agglomerates with higher mechanical strength reduce deagglomeration and result
in small aggregates with larger inertia. The aggregates encase the API particles and carry
them, which fall during the early impactor stages, resulting in a lower FPF. In contrast,
smaller aggregates with lower mechanical strength deagglomerate and progressively break
down into smaller fractions following collision with the interior wall of the device, and
increase the fine particle detachment [21].

To further minimize the mechanical strength of agglomerate particles during spheroi-
dization and achieve a uniform size distribution with superior flowability, interparticle
cohesive forces should be decreased, and the surface energy of micronized powders during
particle agglomeration could be lowered [22]. The mechanical strength of an agglomerate
is proportional to the work of the cohesion of the particles, as previously described by
Kendall and Stainton [23]. To reduce the intrinsic cohesion of fine powders, mechanical
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dry-coating techniques have attracted great interest for modifying the interparticle inter-
actions in dry powders by changing their surface characteristics [24–26]. A single-step
mechanical dry-coating method that is solvent-free should be simpler, cheaper, safer, easier
to scale up, and more environmental friendly than liquid-based alternatives [27]. There are
two conventional mechanical dry-coating systems with different blade geometries. The
Nanocular® system comprises a “press head”, which is configured to compress powders
against the internal vessel wall. The Nobilta® system is configured as a series of “propeller”
blades that cause impact collisions within powders as the blades rotate [28]. Mechanical
dry-coating creates intense shear and compression of the core (host) and coating (guest)
particles via both impaction and compression as the particles are pushed between the edge
of the press head and the chamber wall. The blade geometry, rotation speed, and gap from
the wall can be tuned to facilitate coating but not size reduction, keeping heat generation
or particle damage to a minimum [29]. This process breaks up the agglomerates of the
cohesive host particles to expose their surfaces as the blades rotate at high speed. The reduc-
tion in interparticulate attractive forces from dry coating is through to occur by increasing
the distance of the closest approach of the host particles or by reducing the contact area
between two or more host particles. Given that the improvements in powder followability
can be attributed to the reduction in intrinsic powder cohesion after coating for carrier
lactose [30], mechanical dry-coating appears to be a technology that potentially improves
the aerosol performance of high-dose DPI formulations by modifying fine lactose particles.

Therefore, the objectives of the present work were, first, to assess the effect of ultrasonic
agglomeration and mechanical dry-coating pretreatments on delivery efficiencies in terms
of emitted dose (ED) and fine particle fraction (PFP) and, second, to investigate the synergic
effect of ultrasonic and mechanical dry-coating on the dispersion of agglomerate formu-
lations and the particle deposition on the upper airway. The combination of ultrasonic
agglomeration and mechanical dry-coating is a promising approach to improve fine particle
delivery efficiency while reducing the operation complexity and overcoming the draw-
backs of conventional particle agglomeration methods. Moreover, the deagglomeration
and in vitro dissolution performance of the formulation were also assessed.

2. Materials and Methods

The budesonide (purity: 98%) used in this study was purchased from Humanwell
Healthcare (Group) Co., Ltd., (Yichang, China). Lactose (purity: 99%) was received as
Inhalac 300 from DFE Pharma (Borculo, The Netherlands); the magnesium stearate (MgSt,
purity: 99%) was acquired from PETER GREVEN (Venlo, The Netherlands), and all the
materials used were of pharmaceutical grade.

2.1. Intensive Mechanical Dry-Coating

Mechanical dry-coating of drug powders with MgSt was carried out in a mortar
grinder (MG100, Beijing Grinder Instrument Co., Ltd., Beijing, China). The grinder con-
sisted of a rotating cylindrical chamber and a press head similar to the Nanocular® sys-
tem(Klausen Process Machinery, Kings Park NSW, Australia). The rotation speed varied
from 100 rpm to 2000 rpm to create intense shear and compression, as illustrated in Figure 3.

Due to the hydrophobic nature of budesonide, only lactose was dry-coated with MgSt
to reduce the cohesive force. Each lactose sample (approximately 10 g) was blended with
the tertiary component MgSt (0%, 0.5%, 1%, and 3%, w/w, labeled as M1, M2, M3, and M4,
respectively) in a Cyclomixer (IM-0.1/1, HOSOKAWA MICRO B.V, Doetinchem, The
Netherlands) at 300 rpm for 10 min according to preliminary study before being transferred
to the cylindrical chamber of the grinder. The coating process was performed for 30 min at
120 rpm to coat the MgSt onto the host lactose particles [31].
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Figure 3. Schematic of mechanical dry-coating in a rotating device (A); guest particles coated and
bonded onto the surfaces of host particles (B). Adapted from [32].

2.2. Agglomerate Preparation via Ultrasonic Vibration

Budesonide was firstly micronized with an air jet mill (Aljet, DEC, Balerna, Switzer-
land) with micronization and a feed pressure of 8 bar to obtain a D90 value of less than
5 µm. The lactose mixture was then blended with micronized budesonide (4:1, w/w) in
a cyclomixer at a mixing speed of 300 rpm for 30 min. The obtained mixture was then
preagglomerated with a vibration feeder (BF-09, Suzhou Huilide Machine Co., Ltd., Suzhou,
China) before being transferred to the rotary drum agglomerator (Wenling Aoli Machinery
Co., Ltd., Wenling, China). The power supply of the vibration feeder was set at 160 V and
80 Hz with a variable-frequency digital controller (SDVC31-M, Nanjing CUH Science &
Technology Co., Ltd., Nanjing, China).

The agglomerates were smoothed and strengthened via sliding in a 30 cm diameter
rotary drum agglomerator at 60 rpm for 10 min with its bottom immersed in an ultrasonic
cleaner (Shenzhen Yujie Cleaning Equipment Co., Ltd., Shenzhen, China), as shown in
Figure 4. The spherical agglomerates were produced at predetermined power inputs of
0 W, 100 W, 200 W, and 400 W, separately.
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2.3. Analytical Methods
2.3.1. API and Lactose Quantification

A high-performance liquid chromatography (HPLC) Arc™system (Waters Corp., Mil-
ford, CT, USA) with a C18 column (Waters SPHERISORB 3 µm, ODS 4.6 × 250 mm, Waters
Corp., Milford, USA) was used for API quantification. The eluent was an acetonitrile (J&K
Scientific. Beijing, China):water solution (40:60 v/v). The flow rate was set at 1.0 mL/min,
and the injection volume of 20 µL. An ultraviolet (UV) detector (Waters Corp., Milford, CT,
USA) was set at a wavelength of 240 nm.

For lactose quantification, a C18 column (Agilent ZORBAX NH2 5 µm 4.6 × 250 mm,
1634 Taguig, Philippines) and a refractive index detector (RID) (Type 2414, Waters Corp.,
Milford, CT, USA) were used. The mobile phase consisted of acetonitrile and water in a
70:30 (v/v) ratio at a flow rate of 1.5 mL/min. Both the column and RID were maintained
at 30 ◦C during measurement.

All the measurements were performed in triplicate.

2.3.2. Particle Size Distribution

The particle size distribution of the materials before and after size reduction was
determined with a HELOS laser diffractometer (Sympatec GmbH, Clausthal-Zellerfeld,
Germany). Before measurement, the dispersion pressure was set at 3.5 bar. An R2 lens
(measuring range 0.45–87.5 µm) was utilized with an optical concentration of 0.5–5%. The
obtained data were analyzed with PAQXOS® software (version 5.0, Sympatec GmbH,
Clausthal-Zellerfeld, Germany). The particle size distribution is expressed as D10, D50, and
D90 with mean and standard deviation (SD) from three measurements.

2.3.3. Density Properties of Powder Mixture

A agglomerate model can be built at the macroscopic level using surface adhesive
attractions [23]. The fine particles make contact with each other at the molecular, level
which causes adhesion, eventually forming an agglomerate of several hundred particles.
Such an agglomerate displays porosity, elasticity, and strength that can be anticipated on a
micrometer-scale [33]. As adhesion increases, agglomeration should increase [34], and the
strength of adhesion decreases linearly with particle size. If the agglomerate is tight and
condensed, the strength of an agglomerate can be surprisingly high if the particle size is
small enough. However, there are always flaws and cracks in the composite structure of
the agglomerate, which reduce its strength.

The deagglomeration behavior of an agglomerate formulation can be characterized
using the mechanical strength (σ) of the agglomerate particle, which is calculated according
to Equation (1) [35].

σ = 15.6 (
P4

f w

d
) (1)

The packing fraction
(

Pf

)
is expressed as the ratio between the tap density (ρt)

and the true density of a powder (ρtrue), d is the diameter of particle, and w is the work
of cohesion.

According to the Handbook of Pharmaceutical Excipients, the true density of lactose and
budesonide are 1.545 g/cm3 and 1.271 g/cm3, respectively [36]. Since the mass ratio of
lactose and budesonide was fixed in the mixture, the packing fraction was proportional to
the tapped density. The bulk density of powder was calculated according to USP-NF-35
by gently weighing (Sartorius analytic balance A200S, Goettingen, Germany) 10 mL of
powder in a cylinder; the obtained weight was divided by the volume to calculate the bulk
density (g/cm3). The tapped density (ρt) was measured after 5 min taps of the powders
in a 10 mL cylinder using an automatic tapper (Powder Tester®, PT-X, Hosokawa Micron
Powder Machinery Co., Ltd. Shanghai, China). The tapper was operated at a tapping rate
of 250 taps per minute. Three replicates were carried out for each powder sample.
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2.3.4. Assessment of Surface Energy (SE)

A Surface Energy Analyzer (SEA, Surface measurement Systems, London, UK) and an
inverse gas chromatograph (IGC) were used to assess the specific surface area (SSA) and the
surface energy (SE), as previously reported [37]. A 150 ± 15 mg sample was weighed into
presilanized glass columns (4 mm inner diameter × 30 mm length) with minimal tapping
to avoid consolidation. Both ends of the column were loosely filled with presilanized glass
wool to avoid powder movement. Prior to measurements, preconditioning of the column
was conducted with 0% RH and 10 cm3/min nitrogen carrier gas flow for 60 min.

Surface energy consists of a dispersive component and a specific Lewis acid–base
component. An alkane series of octane to undecane served as nonpolar probes to calculate
the dispersive component; chloroform and ethyl acetate were used as polar probes to
predict the Lewis acid–base component [38]. The surface energy was measured at a surface
coverage of 0.05 p/p0 (where p is the partial pressure, and p0 is the saturation vapor
pressure). The measurement was conducted at 0% RH and 30 ◦C with a nitrogen gas flow
of 10 cm3/min. The raw data processing was conducted using SEA Analysis Software
Version 1.2.4.0 (Surface Measurement Systems Ltd., London, UK). SE calculation was based
on the Dorris and Gray approach, as previously described [39]. Each powder sample was
measured in triplicate.

2.3.5. Agglomerate Size and Morphology Characterization

The dosing unit for the Turbuhaler® is based on the volume principle and is con-
structed as a round disk with groups of conical holes placed at the bottom of the reservoir
(as shown in Section 4). The agglomerates are forced into the dosing unit using a plastic
scraper above the conical hole in a reproducible way when rotating the dosing wheel [40].
Therefore, size fractions of particles with different flowabilities should be present in the
formulation to offset the voids during metering to ensure a lower variation in dose deliv-
ery [41].

The diameters and morphology of agglomerate particles were characterized using
a digital optical microscope (ZML-310, Mengxin®, Shanghai, China) with a resolution of
3664 × 2748 pixels. A total of 50 particles were placed on a glass slide and sampled at
5× magnification in reflected light mode. Image analysis was conducted to determine the
area-equivalent circle diameter (XEQPC) and sphericity (defined as the ratio of the perimeter
of an area-equivalent circle to the actual perimeter of the particle), following ISO 9276-6,
with particle size analyzer softwareV5.30 (Mengxin®, Shanghai, China).

Scanning electron microscopy (SEM, JCM-7000; JEOL®, Tokyo, Japan)–energy-dispersive
X-ray analysis was applied to observe the agglomerates’ morphology and the elemental
composition of MgSt in the mixture. The sample was fixed on the carbon tape and a Smart
Coater (DII-29030SCTR) was used with an electrical current of 3 A for 2 min to conduct the
gold sputter-coating at 0.67 Pa with a working distance of 12.5 mm before the measurement.
For imaging, an acceleration voltage of 15 kV was used.

2.3.6. Aerodynamic Assessment

The aerodynamic performance of the agglomerate formulation was characterized
with a Next-Generation Impactor (NGI). A flow rate of 60.0 L/min (±5%) was set, with
a pressure drop of 4 kPa provided using a vacuum pump (HCP 5 Copley Scientific Ltd.,
Nottingham, UK) to allow 4 L of air through the inhaler within 4 s in each measurement.
The flow rate and the suction time were controlled with a flow meter (DFM2, Copley
Scientific, Nottingham, UK).

The spherical agglomerates of about 150 ± 15 mg were initially weighed and filled into
the Turbuhaler® (the capacity of the dose chamber was 1 mg per action). The budesonide
and lactose deposited in the mouthpiece and different NGI stages were rinsed with an
eluent phase and characterized with API and lactose quantification methods. To avoid
particle bouncing and shifting to the later NGI stages during deposition, 0.5% (w/v) silicone
oil in n-hexane solution was used to precoat the impactor stages before measurement. The
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emitted dose (ED), fine particle fraction (FPF), and fine particle dose (FPD) were calculated
from the measured content of budesonide for each stage. PD and FPF are the mass and
percentage of the drug with an aerodynamic diameter of between 0.5 and 5 µm, respectively,
calculated as the ratio to the ED.

2.3.7. Dissolution of Aerosolized Particles

The aerosolized particles from the Turbuhaler® deposited during stage 4 of NGI were
collected with an insert Regenerated Cellulose Membrane Filter (RC55, 4.7 cm diameter,
and 0.45 µm, Whatman® Corporation, Shrewsbury, MA, USA) on the impactor stage at
60 L/min. The amount of powder collected was estimated based on the previous NGI
experiment. After aerosolization, particles deposited on the filter were then obtained from
the NGI stage for the dissolution test. A total of 20 mL of the dissolution medium (0.5%
v/v tween-80 solution), prewarmed at 37 ± 0.2 ◦C with a transdermal diffusion cell system
(Tianjin Shengda Sanhe Optical Instrument Co., Ltd, Tianjin, China), was filled into the
receptor chamber and magnetically stirred; a glass fiber filter was inserted onto the bottom
of the Transwell and fixed with a metal clip to avoid medium leakage. The dissolution
started with the glass fiber filter acting as a diffusion membrane in contact with the medium,
as shown in Figure 5.

Pharmaceutics 2024, 16, 68 9 of 24 
 

 

 
Figure 5. Schematic of the in vitro dissolution of aerosolized particles. 

2.3.8. Mechanical Strength Measurement 
The mechanical strength of a single soft agglomerate was determined following a 

previously reported micromanipulation method [42]. Before measurement, the force 
transducer was calibrated according to the force calibration protocol recommended by 
Yan [43]. The agglomerate particles were sieved to obtain a size fraction between 355 µm 
and 500 µm. Twenty agglomerate particles in this size range were randomly selected as 
representative sample particles. The sample particle was placed on a glass plate and 
moved below the force probe with the assistance of a view camera. After that, the force 
probe that was connected to a force transducer (Model 406A, Aurora Scientific Inc., Aurora, 
ON, Canada) compressed the soft agglomerate at a preset speed of 1 µm/s until the ag-
glomerate ruptured. The voltage signal from the force transducer was recorded with a 
data acquisition apparatus (PC-100, NARISHIGE Science Instrument LAB, Tokyo, Japan) 
to calculate the rupture force. The deformation at rupture (the diametric compressive dis-
placement when the rupture occurred) was determined from the voltage versus time 
curve directly. The obtained data were analyzed with Micro-Particle Strength Analysis 
Software (v2.1.x, Micromanipulation, and Microencapsulation Research Group (µCAP)). 
The measurements were performed at a controlled temperature (20 ± 2 °C).  

2.3.9. Deagglomeration and Dispersion Behavior Characterization 
Deagglomeration occurred when agglomerates were exposed to impaction or shear 

force induced via airflow through an inhaler device. To investigate the effect of ultrasonic 
vibration on deagglomeration, the assessment was conducted using dry dispersion laser 
diffraction, as previously reported [44]. Briefly, 5 mg of soft agglomerate was loaded in a 
Sympatec HELOS/RODOS laser diffractometer testing tube with an R2 lens (0.45–87.5 µm), 
and we manually set the dispersion pressure (DP) from 0.2 to 4.0 bar for particle size 
measurement, which would allow reliable assessment of the agglomerates’ dispersibility 
without inhaler device effects. The measurement started when the optical concentration 
(𝐶 ) exceeded 0.5% and stopped when the 𝐶  fell below 0.3%. The measurements at 
each dispersion pressure were conducted in triplicate.  

The degree of deagglomeration (DA) at each dispersion pressure was calculated with 
Equation (2). DA = DHD  (2)

Figure 5. Schematic of the in vitro dissolution of aerosolized particles.

At each predetermined sample time (0, 10, 20, 30, 45, 60, 90, 120 min), 0.5 mL of the
dissolution medium was collected, and then the same volume of prewarmed medium was
replenished in the receptor chamber. Three parallel experiments were conducted, and the
results are expressed as a percentage of the drug dissolved at a certain time point compared
to the total drug dissolved.

2.3.8. Mechanical Strength Measurement

The mechanical strength of a single soft agglomerate was determined following a
previously reported micromanipulation method [42]. Before measurement, the force trans-
ducer was calibrated according to the force calibration protocol recommended by Yan [43].
The agglomerate particles were sieved to obtain a size fraction between 355 µm and 500 µm.
Twenty agglomerate particles in this size range were randomly selected as representative
sample particles. The sample particle was placed on a glass plate and moved below the
force probe with the assistance of a view camera. After that, the force probe that was
connected to a force transducer (Model 406A, Aurora Scientific Inc., Aurora, ON, Canada)
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compressed the soft agglomerate at a preset speed of 1 µm/s until the agglomerate rup-
tured. The voltage signal from the force transducer was recorded with a data acquisition
apparatus (PC-100, NARISHIGE Science Instrument LAB, Tokyo, Japan) to calculate the
rupture force. The deformation at rupture (the diametric compressive displacement when
the rupture occurred) was determined from the voltage versus time curve directly. The
obtained data were analyzed with Micro-Particle Strength Analysis Software (v2.1.x, Micro-
manipulation, and Microencapsulation Research Group (µCAP)). The measurements were
performed at a controlled temperature (20 ± 2 ◦C).

2.3.9. Deagglomeration and Dispersion Behavior Characterization

Deagglomeration occurred when agglomerates were exposed to impaction or shear
force induced via airflow through an inhaler device. To investigate the effect of ultrasonic
vibration on deagglomeration, the assessment was conducted using dry dispersion laser
diffraction, as previously reported [44]. Briefly, 5 mg of soft agglomerate was loaded in a
Sympatec HELOS/RODOS laser diffractometer testing tube with an R2 lens (0.45–87.5 µm),
and we manually set the dispersion pressure (DP) from 0.2 to 4.0 bar for particle size
measurement, which would allow reliable assessment of the agglomerates’ dispersibility
without inhaler device effects. The measurement started when the optical concentration
(Copt) exceeded 0.5% and stopped when the Copt fell below 0.3%. The measurements at
each dispersion pressure were conducted in triplicate.

The degree of deagglomeration (DA) at each dispersion pressure was calculated with
Equation (2).

DA =
DH
Dx

(2)

Dx is the median particle size (D50) at each dispersion pressure (0.2–4.0 bar), and DH
is expressed as the D50 value measured at 4 bar (full deagglomeration). The dispersion
pressure could break the agglomerate particles into fine particles, and subaggregate, Dx re-
vealed the extent of deagglomeration, with a lower value indicating better deagglomeration.
DA was plotted against a series of dispersion pressures to represent the deagglomeration
behavior of the agglomerate formulation.

To further investigate the effect of mechanical dry-coating in combination with ultra-
sonic agglomeration on fine particle dispersion using a Turbuhaler®, a modified modular
Sympatec HELOS was used for real-time monitoring of the fine-particle release profiles.
An inhaler device adapter, artificial throat, and preseparator were separately integrated
with the Sympatec HELOS. Th artificial throat and preseparator were used to simulate the
human throat and bronchi bifurcation, where the detachment processes of fine particles
occurs. Particles with larger inertia impacted the artificial throat and were captured. Fine
particles with smaller inertia could successfully pass through the artificial throat and were
determined using a laser detector.

The measurements were conducted under the following conditions:
1: The start and stop of the measurements with an R2 lens were triggered at Copt

values of 1.0% and 0.5%, respectively;
2: The measurement duration was 4 s with the data recorded in 100 ms time intervals

at 60 L/min.
Each sample was quantified in triplicate. PAQXOS® software (Sympatec GmbH,

Clausthal-Zellerfeld, Germany, version 5.0) was employed to analyze the data. The
released amount of particles (R) recorded in each 100 ms was calculated according to
Equations (3) and (4)

R = Copt × dQ3 (3)

where dQ3 represent the volume percentage of particles within a size range (%).

dQ3 = Q3(Di1)− Q3(Di2) (4)
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Q3(Di1) represents the ratio of the total volume of particles that are smaller than
Di to the total volume of all particles. Di (µm) represents the instantaneous particle
size measurement of each 100 ms within 4 s duration. The particle fraction between
D10 of budesonide (Di2 = 0.5 µm) and D90 of lactose (Di1 = 7 µm) was captured during
measurement. The release amount profile was plotted with R versus time (t) using Origin
2023b Software (Origin Lab, Northampton, MA, USA).

2.4. Statistical Analysis

Every experiment was conducted in triplicate (or more). For statistical analysis com-
paring two groups, Student’s t-test was applied with SPSS software (IBM SPSS Statistics,
V 28.0). The probability values that were <0.05 (p < 0.05) were considered as statistically
significantly different.

3. Results
3.1. Bulk Properties of Powder Mixture

As shown in Table 1, the API particles were milled to an inhalable size range, with a
D90 of 3.23 ± 0.15 µm. To facilitate mechanical dry-coating, sample materials were selected
so that lactose (LH300) had a larger D90 of 6.97 ± 0.62 µm than MgSt (3.07 ± 0.05 µm).
The D90 showed negligible changes for different concentrations of MgSt, indicating the
minimal influence of mechanical dry-coating on particle size. The surface area decreased
after mechanical dry-coating compared to the original state, which revealed that the high
surface energy sites were gradually occupied by the MgSt particles.

Table 1. Particle size and SSA of powder bulk samples.

Formulation
Composition

Particle Size (µm)
SSA (m2/g)

D10 D50 D90

Budesonide 0.51 ± 0.01 1.56 ± 0.07 3.23 ± 0.15 6.15 ± 0.12
MgSt 0.50 ± 0.01 1.43 ± 0.04 3.07 ± 0.05 8.66 ± 0.15

Lactose LH300 1.08 ± 0.06 2.99 ± 0.99 6.97 ± 0.62 3.92 ± 0.48
Lactose–0.5% MgSt 0.62 ± 0.01 2.41 ± 0.03 7.38 ± 0.03 2.80 ± 0.43
Lactose–1% MgSt 0.56 ± 0.02 2.11 ± 0.04 6.93 ± 0.07 2.35 ± 0.11
Lactose–3% MgSt 0.50 ± 0.00 1.96 ± 0.03 6.92 ± 0.04 2.62 ± 0.07

The characterization of the mechanical dry-coating uniformity was performed using
SEM-EDX (energy-dispersive X-ray analysis), as depicted in Figure 6. The measured molar
fraction of the magnesium in the mixture surface was in fair agreement with that calculated
via stoichiometry, as shown in Table 2, indicating a nonsignificant loss of MgSt during the
coating process.
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Table 2. Elemental analysis (EA) of the mixture after mechanical dry-coating with EDX.

MgSt Atom Type C O Mg

0.5%
* MoF, sto 50.45 49.53 0.02
MoF, EDX 46.66 ± 0.20 53.31 ± 0.39 0.03 ± 0.01

1%
MoF, sto 50.63 49.32 0.04

MoF, EDX 47.16 ± 0.20 52.79 ± 0.39 0.05 ± 0.01

3%
MoF, sto 51.84 48.04 0.12

MoF, EDX 48.72 ± 0.20 51.13 ± 0.38 0.15 ± 0.01
* Molar fractions (MoFs) are expressed in % and were calculated from stoichiometry (sto) and EDX.

The bulk properties of the mixture after mixing with budesonide were measured and
are presented in Table 3. All the formulations had a lower SD (<2%) in terms of drug
content and can be considered excellent and suitable inhalable blends [45]. The tapped
density of the mixtures increased as powders were mechanically dry coated but did not
show any further increase with increasing MgSt concentration. However, the surface energy
decreased significantly to 99.3 ± 2.1 mJ/m2 when 3% MgSt was incorporated, which can be
compared to the 315.0 ± 8.0 mJ/m2 without mechanical dry-coating. Therefore, although
the increase in the packing fraction could be related to an exponential increase in the
mechanical strength of powder agglomerate [35], the substantial reductions in powder
surface energy offset this increasing trend.

Table 3. Overview results of bulk properties for the mixture (n = 3).

Mixture M1-0% M2-0.5% M3-1% M4-3%

Drug content (%) 99.0 ± 0.6 99.4 ± 0.5 100.6 ± 1.2 104.3 ± 1.5
Bulk density (g/mL) 0.22 ± 0.01 0.26 ± 0.01 0.26 ± 0.03 0.25 ± 0.01

Tapped density (g/mL) 0.35 ± 0.01 0.45 ± 0.02 0.45 ± 0.02 0.46 ± 0.02
Total surface energy,

γT
s (mJ/m2) 315.0 ± 8.0 253.0 ± 6.3 125.9 ± 2.9 99.3 ± 2.1

3.2. Production of Binary Agglomerate Formulation with Ultrasonic Vibration
3.2.1. Bulk Properties of Agglomerate Formulation

Ultrasonic vibration contributed to a smaller agglomerate size and higher sphericity, as
observed with an optical microscope, as shown in Figure 5 and Table 4. Further observation
with SEM revealed structural differences in the agglomerate surface. Ultrasonic vibration
contributed to loosening structure, with individual micro-sized particles evenly packed
together, indicating a better dispersion of the fine particles. However, for the formulation
that was not subject to ultrasonic vibration, the agglomerate surfaces were covered with
clumped and interlocked particle aggregates, as shown in Figure 7F1–H1. Ultrasonic
vibration also improved the drug content in the agglomerate formulation by decreasing the
powder’s adherence.

Table 4. Properties of soft agglomerates under various ultrasonic powers (n = 3).

Power/Watts F1-0 W F2-100 W F3-200 W F4-400 W

XEQPC (mean ± SD)/µm 563.8 ± 79.4 552.2 ± 75.6 424.3 ± 46.3 379.6 ± 88.3
Sphericity (mean ± SD) 0.8 ± 0.0 0.9 ± 0.0 0.9 ± 0.0 0.9 ± 0.0

Drug content/% 81.6 ± 1.0 95.0 ± 2.2 98.9 ± 0.6 98.6 ± 3.1
Rupture force/mN 5.3 ± 0.5 4.5 ± 0.8 3.6 ± 1.6 0.8 ± 0.2

Rupture Deformation (%) 4.3 ±1.2 5.2 ± 1.1 4.7 ± 0.9 3.6 ± 1.1
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The rupture force decreased gradually from 5.3 ± 0.5 mN to 0.8 ± 0.2 mN as the
ultrasonic power increased from 0 W to 400 W. Moreover, the rupture deformation of
agglomerates was within 10%, suggesting that these agglomerates could be considered
elastic particles [46]. The similar rupture deformation of the agglomerate formulation for
each vibration intensity suggested the minimal destruction of the agglomerate structure
during the filling and packing in the manufacturing process. Although ultrasonic vibration
decreased the mechanical strength, it produced agglomerate particles mechanically stable
at 200 W, which is suitable for pharmaceutical manufacture, and was further validated
by comparison with the rupture force determined from the agglomerate particles in a
commercial Turbuhaler® (rupture force: 1.69 ± 0.47 mN, n = 20).

3.2.2. In Vitro Aerosolization Performance

The aerosolization performance of the formulation produced through ultrasonic vi-
bration is listed in Table 5. There was a minor increase in the ED for both budesonide



Pharmaceutics 2024, 16, 68 13 of 22

and lactose for power inputs from 0 W to 400 W; the FPF was improved from 36.2 ± 3.0%
to 53.2 ± 4.1% for budesonide and from 31.8 ± 4.1% to 52.5 ± 4.6% for lactose. Further
observation of the aerosol deposition profile shown in Figure 8 revealed the magnitude of
the improvement in the deposition fraction on the NGI stages, which followed the order of
stage 4 > stage 5 > stage 6 for budesonide and lactose. Reductions in the deposition on the
artificial throat and preseparator could also be observed under ultrasonic vibration, indi-
cating that the breaking up of agglomerate into fine inhalable particles was more efficient
after ultrasonic vibration treatment for both components.

Table 5. Aerodynamic properties of the formulation prepared with different vibration intensities
(n = 3).

F1-0 W F2-100 W F3-200 W F4-400 W

Budesonide
ED/% 78.7 ± 4.6 81.6 ± 2.3 82.2 ± 1.9 82.7 ± 1.7

FPD/µg 57.0 ± 6.2 73.5 ± 10.4 80.3 ± 6.6 88.8 ± 5.2
FPF/% 36.2 ± 3.0 45.0 ± 5.6 48.8 ± 2.8 53.2 ± 4.1

MMAD/µm 2.7 ± 0.1 2.6 ± 0.1 2.5 ± 0.0 2.4 ± 0.2
GSD 1.8 ± 0.0 1.7 ± 0.0 1.7 ± 0.1 1.8 ± 0.1

Lactose
ED/% 64.5 ± 6.7 78.8 ± 2.3 86.0 ± 2.9 84.5 ± 4.0

FPD/µg 164.1 ± 27.4 230.4 ± 13.8 306.1 ± 12.1 355.1 ± 18.2
FPF/% 31.8 ± 4.1 36.6 ± 1.3 45.2 ± 0.8 52.5 ± 4.6

MMAD/µm 2.7 ± 0.1 2.6 ± 0.1 2.5 ± 0.0 2.4 ± 0.2
GSD 1.8 ± 0.0 1.7 ± 0.0 1.7 ± 0.1 1.8 ± 0.1
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3.3. Production of Ternary Formulation with Combination of Mechanical Coating and
Ultrasonic Vibration

Because of the significant effect of the incorporation of MgSt on lowering the cohesive
force of fine particles and enhancing the aerosol performance of DPI [47], the effect of
mechanical dry-coating on its own and in combination with ultrasonic vibration (200 W
power input) on the spherical agglomerate bulk properties and aerodynamic deposition
was further investigated. As shown in Table 6, the combination of ultrasonic vibration and
mechanical dry-coating contributed to an overall improved drug content but decreased
mean XEQPC and rupture force compared to those achieved with mechanical dry-coating
on its own.
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Table 6. Agglomerates bulk properties and aerodynamic performance (n = 3) for formulation with
different preparation methods.

Spheroidization
without Ultrasonic Vibration

Spheroidization
with Ultrasonic Vibration

F5-0.5% MgSt F6-1% MgSt F7-3% MgSt F8-0.5% MgSt F9-1% MgSt F10-3% MgSt

XEQPC/µm 489.7 ± 86.6 452.6 ± 75.5 389.0 ± 61.3 428.0 ± 34.3 408.4 ± 26.1 364.7 ± 23.7
Ruptureforce/mN 4.5 ± 0.8 3.9 ± 0.7 3.6 ± 0.6 2.6 ± 0.4 2.2 ± 0.2 1.8 ± 0.1
Drug content/% 87.8 ± 1.2 96.2 ± 0.9 97.7 ± 0.2 98.6 ± 3.1 101.3 ± 1.3 98.6 ± 3.1

ED/% 83.5 ± 6.3 90.2 ± 5.9 93.4 ± 0.9 93.5 ± 1.8 92.9 ± 5.3 95.8 ± 3.9
FPD/µg 79.3 ± 7.1 92.3 ± 11.0 102.9 ± 13.9 118.7 ± 11.6 132.0 ± 5.2 136.7 ± 5.1
FPF/% 47.2 ± 5.8 51.4 ± 4.2 55.1 ± 6.9 63.4 ± 5.1 71.1 ± 1.3 71.4 ± 1.7

MMAD/µm 2.5 ± 0.2 2.5 ± 0.2 2.3 ± 0.3 2.2 ± 0.1 2.2 ± 0.2 2.1 ± 0.2
GSD 1.8 ± 0.0 1.8 ± 0.1 1.7 ±0.1 1.7 ± 0.0 1.7 ± 0.0 1.7 ± 0.0

ED = emitted dose; FPD = fine particle dose; FPF = fine particle fraction; GSD = geometric standard deviation;
MMAD = mass median aerodynamic diameter; data are presented as mean ± SD.

In terms of aerodynamic properties, mechanical dry-coating contributed to a higher ED
compared to ultrasonic vibration, demonstrated by the lower amount of residual aggregates
in the metering hole, as shown in Figure 9. Further improvement was achieved when
combined with ultrasonic vibration. On average, both approaches improved the FPF at
elevated MgSt concentrations. Spheroidization with ultrasonic vibration resulted in an
overall higher FPF and achieved a plateau of 71.1 ± 1.3% with 1% MgSt coating.
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To investigate the effect of the preparation method on the deagglomeration and
dispersion in detail, the particle deposition fractions were further compared. Ss shown in
Figure 10, there was a significant reduction in the deposition in both the artificial throat
and preseparator with the combined method, but only a significant reduction was achieved
in preseparator deposition with mechanical dry-coating alone. Moreover, the combined
method contributed to more fine particle being deposited, especially from S4 to S7, which
were used to characterize the deposition behavior in the lower region of the lung.
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3.4. Deagglomeration and Dispersion Performance of Soft Agglomerates

The particle size–dispersion pressure curve and deagglomeration profiles differed, as
shown in Figure 11, indicating distinct deagglomeration behaviors with different ultrasonic
power inputs. Lower D50 values were observed for the formulation produced with an
ultrasonic power of 0 W to 200 W at predetermined dispersion pressures. The further in-
crease to 400 W failed to produce further effects. The DA versus dispersion pressure profile
also illustrated a trend of higher relative deagglomeration being achieved as ultrasonic
vibration power increased, indicating differences in the cohesive properties and mechanical
strength of the formulations produced using different ultrasonic powers. At low dispersing
pressures, e.g., 0.2 bar, the DA of the agglomerate formulation without ultrasonic vibration
was low (DA = 0.50). A DA value of 0.66 was achieved with 400 W, indicating more powder
remained agglomerated in the formulation without ultrasonic vibration when inhaled and
demonstrating a lower FPF [44].

Further investigation of the fine particle dispersion was performed to determine the
effect of mechanical dry-coating alone and in combination with ultrasonic vibration on
the fluidization and dispersion processes. The release profile of the DPIs is depicted in
Figure 12, where the amount of fine particles released presents a trend of first increasing
and then decreasing with increasing MgSt concentration in both scenarios. Specifically,
the DPIs with 0.5% and 1% showed approximately a 1.5- and 2-fold increases in Rmax
compared with that of 0%, respectively. However, there was no significant difference in
the RAUC between 1% and 3% MgSt (p > 0.05). Overall, the formulation produced via
the combination of ultrasonic vibration and mechanical dry-coating demonstrated had
a shorter Tmax and a higher RAUC than that produced via mechanical dry-coating alone
with the same MgSt concentration. These results showed that the improved fine particle
dispersion of the agglomerate formulation was achieved by combining mechanical dry-
coating with ultrasonic vibration, which produced readily deagglomerated particles to
facilitate fast entrainment of the fine particles out of the inhaler via airflow.
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3.5. Dissolution Evaluation of Aerosolized Particles

Mechanical dry-coating of MgSt on DPI enhances fine particle deposition but influ-
ences the dissolution rate, as previously reported [47]. The dissolution of aerosolized
drug particles on the surface of the lung epithelium is the first step in achieving good
bioavailability. Figure 13 illustrates the overall similar dissolution trend for the formula-
tions prepared with both processes. A relatively faster dissolution was revealed for the
formulation produced via ultrasonic vibration. The dissolution profile for all formulations
could achieve a plateau indicating full dissolution at 120 min; however, the formulations
with 3% MgSt exhibited slower dissolution. For mechanical dry-coating, the incorporation
of 3% MgSt resulted in an incomplete dissolution of approximately 85%, while complete
dissolution could be observed when ultrasonic vibration was employed.
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4. Discussion

Spherical agglomerate formulations are initially spheroidized using a rotary drum ag-
glomerator via the agglomeration of a micronized powder [48]. During the spheroidization
process, the fine particles compact and collide, resulting in an uncontrollable size distribu-
tion and larger agglomerates, which deteriorate the metering in the Turbuhaler® [41,48].
Therefore, a continuous production process is not feasible due to the repeated sieving
process that is required to obtain the required size fraction. Moreover, the compaction of
the formed agglomerates results from the self-weight during spheroidization, which also
increases the mechanical strength of the agglomerate particles to impair deagglomeration
and dispersion. More recent research reported a twin-screw extruder and a vibration chute
with a frequency-controlled speaker connected to the end to achieve the continuous pro-
duction of agglomerate particles [49]. However, the vibration was not able to be uniformly
transferred to the chute from one end to the other, resulting in variable mechanical agglom-
erate strength and an inconsistent size distribution. The specific advancements achieved in
this study include the combination of ultrasonic vibration and mechanical dry-coating for
particle agglomeration and can be summarized as follows: (1) the continuous production
of agglomerate particles with uniform size distribution was realized; (2) aerosolization
performance was improved, benefitting from the lower mechanical strength of spherical
agglomerates with better deagglomeration and reduced fine particle interaction forces;
(3) aerosol performance was improved and upper airway deposition, caused by a larger
fine particle fraction and lower artificial throat deposition, was reduced.

Ultrasonic waves cause large-amplitude vibration in small particles and small-amplitude
vibration in large particles [17]. The collisions between fine particles promote agglomera-
tions with lower mechanical strength compared with conventional spheroidization [17],
because spherical agglomerates are subject to the weight compression of the powders
during spheroidization. When agglomerates slide upward from the bottom of the mixture,
ultrasonic vibration is transferred to the agglomerates to induce small-amplitude vibration
in small aggregates for the relaxation or even minimization of the interaction points of the
aggregates. Therefore, larger amounts of fine particles and smaller aggregates are present
in an agglomerate formulation when aerosolized. Traditional ultrasonic agglomeration
devices combine a vibration apparatus with an ultrasonic wave generator via a metal con-
nection, so ultrasonic waves cannot be uniformly transmitted to fine particles. Ultrasonic
waves in a water bath avoid the vibration dead zones that occur during spheroidization:
the obtained agglomerates are more uniform in size, with a sphericity over 0.9, sufficiently
facilitating dose metering in the manufacturing process [13]. In this study, ultrasonic vi-
bration improved the aerosol performance of agglomerate formulations by reducing the
mechanical strength and conserving the elastic properties, characterized by rupture force
and rupture deformation, respectively [50]. This can be explained by the relatively higher
DA at lower dispersion pressure compared with that of formulations without ultrasonic
vibration. The viscous shear stress across an inhaler could be considered approximately
equivalent to a 0.1 bar dispersing pressure [51], which is sufficient for deagglomeration
characterization at lower dispersion pressures, serving as an indicator of dispersibility [44].
By contrast, agglomerates prepared without ultrasonic vibration required higher dispersing
force to overcome the interparticulate interactions, indicated by its lower FPF.

The improvement in aerosolization with ultrasonic vibration could be further illus-
trated by the lactose deposition on the impactor stage. A significant reduction in deposition
of budesonide in the artificial throat and preseparator was observed when followed by
ultrasonic vibration, as shown in Figure 6. Aggregates with larger inertia encased the
API particles, which fell on the early impactor stages, resulting in lower FPF; the smaller
aggregates produced via ultrasonic vibration deagglomerated and progressively broke up
into smaller fractions following the collision with the interior wall of device, consequently
increasing fine particle detachment [21]. Moreover, ultrasonic vibration contributed to the
improvement in fine lactose deposition, which was related to the decreased rupture force
liberating more fine particles during deagglomeration. Fine drug particles existed either as
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individual particles or attach to fine lactose particles to form drug–lactose agglomerates,
which were delivered to the impactor stage, resulting in codeposition, which enhanced fine
particle deposition, as previously reported [52].

The mechanical strength of an agglomerate is proportional to the work of the cohe-
sion of the particles, as previously described by Kendall and Stainton [23]. To reduce the
intrinsic cohesion of the fine powder [24–26], the mortar grinder used in this study had
a press-on force to create frictional force to ensure the uniform coating of the powder
mixture by changing their surface characteristics [22]. The IGC results confirmed that the
intrinsic interparticle cohesion of the mixture could be substantially reduced after mechan-
ical dry-coating, because the surface energy of the micronized budesonide determined
using IGC is 68 mJ/m2, according to the previous literature [53]. Additionally, the fine
lactose contributed the majority of the cohesion of the mixture. The real-time monitoring of
fine particle release also demonstrated improved fine particle release with elevated MgSt
concentration, which correlated well with their corresponding FPF and rupture force. More-
over, the significant increase in ED after mechanical dry-coating attributed to the reduction
in the interparticle interactions of the powder, resulting in less powder residuals in the
metering hole after inhalation compared with that of the binary formulation without MgSt.

The dispersion depended on the drag force on the particle from the airflow, the
interaction force between particles, and the collisions between the particles and spiral
channel when DPI particles were released from the Turbuhaler® [54]. For the mechanical
dry-coating process, although the rupture force of the agglomerated particles was reduced
to improve dispersion, the mechanical strength was maintained at about 4 mN and failed
to decrease with increasing MgSt concentration. Therefore, the aggregates that failed to
deagglomerate completely within a short time period were prone to remaining in the
metering hole or inhalation channel and gradually eroded until the release was complete.
Larger particles were deposited in the artificial throat or preseparator stages: the RAUC and
Rmax were low, while Tmax was long. These results suggested that a higher mechanical
strength of the agglomerate particles led to a gradual release of fine particles, resulting in an
early deposition of DPIs in the oropharynx instead of being delivered to the lower airways.
However, combining mechanical dry-coating with ultrasonic vibration had a synergistic
effect on both decreasing the mechanical strength and reducing the cohesive force within
fine particles to achieve the bursting inhalation and release of high-concentration aerosol
clouds in short intervals, resulting in an increased Rmax and a shortened Tmax. Given
the lower mechanical strength and interaction force, the pressure drop during inhalation
provided sufficient kinetic energy, achieving a higher RAUC and efficient pulmonary drug
delivery. The result was also in accordance with the corresponding FPF.

A dissolution study of aerosolized particles on NGI stages was conducted to inves-
tigate the diffusion capacity of aerosolized drug particles across a permeable membrane;
the artificial membrane acted as an air–liquid interface to mimic the lung’s surface [55,56].
The literature suggests that drug powders coground with MgSt could slow the wetting
process and decrease the dissolution rate due to their hydrophobic properties [57]. In this
study, the dissolution results revealed that only mechanical dry-coating with 3% MgSt
could substantially reduce the dissolution rate. It was also interesting to note that despite
the apparent dissolution decreases occurring with higher MgSt concentrations, combining
mechanical dry-coating with ultrasonic vibration contributed to a complete dissolution at a
120 min time point and demonstrated an overall faster dissolution rate compared to that
achieved with mechanical dry-coating only. These contrary observations could be caused by
the better dispersion of the fine budesonide particles with lactose via ultrasonic vibration,
which increased the wettability of the API. These results indicated that ultrasonic vibration
could better disperse agglomerates and allow for increased fine particle deposition on the
diffusion membranes; therefore, the powder wetted faster when contacting the medium,
as previously reported in the literature [58,59]. This comprehensive factor indicated the
sufficient dispersion of API, which enhanced the solubility and hydrophobicity of MgSt to
hinder dissolving. This was only true with lower MgSt concentrations, because the ultra-
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thin layer of the MgSt coating on the lactose surface may not have been sufficient to hinder
water penetration and decrease the dissolution rate, but once the hydrophobic component
was increased to a certain limit, slower dissolution rate was observed [47]. For the 3%
MgSt formulation, it appeared that drug particles were encased in lactose aggregates and
hindered the wettability, resulting in slower dissolution, but ultrasonic vibration dispersed
the API and MgSt uniformly, which in turn enabled full dissolution.

The Turbuhaler® can deliver 1 mg of soft agglomerates per suction, which is sufficient
for most inhaled corticosteroids [60,61]. Further work should focus on the investigation of
different proportions of drug and lactose to achieve the required dose strength for different
indications. Different types of ternary components can also be applied for mechanical
dry-coating to reduce the interparticulate interactions. This could optimize the agglomerate
formulation system used with the Turbuhaler® to maximize the aerosolization and mitigate
its side effects in clinical trials.

5. Conclusions

This study demonstrated that the production of soft agglomerate particles from fine
API and lactose through the combination of ultrasonic vibration and mechanical dry-
coating is a suitable method for producing an easy-to-use powder inhalation formulation
with improved aerosol performance and reduced upper airway deposition.

In the standard production process of agglomerate formulations, a classifying step is
carried out, in which unwanted particle fractions with either higher mechanical strength
or finer particles with poor flowability are removed. This inevitably limits the batch size
during production. In addition, the limited capacity of the rotation pan and compression
from the self-weight of the overlying powder also create problems for process scale-up.
The combination of ultrasonic vibration and mechanical dry-coating, producing a uniform
agglomerate size distribution without a classification step, enables the continuous produc-
tion of agglomerate formulations for industrial application. Moreover, the agglomerate
formulations illustrated improved aerosolization, which was represented by a higher FPF
and a smaller artificial throat deposition fraction, as measured using NGI testing, and
superior dispersion, which was characterized using real-time monitoring of the fine par-
ticle release profiles. Such improvements in aerosol performance were attributed to the
reductions in the rupture force of agglomerate particles and the intrinsic powder cohesion
after surface modification.

The significant reduction in drug particle deposition in the upper airway and improved
aerosolization indicated the advantages provided by agglomerate formulations produced
using this combined production method. The proposed method may have further value in
the development of other inhaled corticosteroid powder formulations, providing superior
therapeutic effects and less oral cavity infection.
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Vainorius, D.; Maknickas, A.; et al. Application of Acoustic Agglomeration Technology to Improve the Removal of Submicron
Particles from Vehicle Exhaust. Symmetry 2021, 13, 1200. [CrossRef]

19. Nakai, T.; Asami, T.; Miura, H. Convergence of intense aerial acoustic waves radiated by a rectangular transverse vibrating plate.
Jpn. J. Appl. Phys. 2016, 55, 07KE09. [CrossRef]

20. Zheng, B.W. Computer Simulation of Powder Dispersion in Commercial Pharmaceutical Inhalers. Master’s Thesis, University of
New South Wales, Sydney, Australia, 2012.

21. Friebel, C.; Steckel, H.; Müller, B.W. Rational design of a dry powder inhaler: Device design and optimisation. J. Pharm. Pharmacol.
2012, 64, 1303–1315. [CrossRef]

22. Dunst, P.; Bornmann, P.; Hemsel, T.; Sextro, W. Vibration-Assisted Handling of Dry Fine Powders. Actuators 2018, 7, 18. [CrossRef]
23. Kendall, K.; Stainton, C. Adhesion and aggregation of fine particles. Powder Technol. 2001, 121, 223–229. [CrossRef]

https://doi.org/10.2165/00002018-200831110-00002
https://www.ncbi.nlm.nih.gov/pubmed/18840017
https://doi.org/10.1016/j.rmed.2016.09.015
https://www.ncbi.nlm.nih.gov/pubmed/27817816
https://doi.org/10.1016/j.jconrel.2020.07.011
https://www.ncbi.nlm.nih.gov/pubmed/32681948
https://doi.org/10.1038/aps.2017.34
https://www.ncbi.nlm.nih.gov/pubmed/28504252
https://doi.org/10.1186/s12951-018-0384-8
https://www.ncbi.nlm.nih.gov/pubmed/30012166
https://doi.org/10.3390/pharmaceutics12010014
https://www.ncbi.nlm.nih.gov/pubmed/31877805
https://doi.org/10.1208/s12249-014-0108-9
https://doi.org/10.1002/admi.202102346
https://doi.org/10.3390/pharmaceutics15112633
https://doi.org/10.1016/j.clay.2020.105586
https://doi.org/10.1016/j.powtec.2019.05.018
https://doi.org/10.3390/pharmaceutics12060535
https://www.ncbi.nlm.nih.gov/pubmed/32532040
https://doi.org/10.1016/j.ejpb.2004.08.004
https://www.ncbi.nlm.nih.gov/pubmed/15567298
https://doi.org/10.3109/9780203209592
https://doi.org/10.1016/j.ejpb.2011.12.004
https://www.ncbi.nlm.nih.gov/pubmed/22198291
https://doi.org/10.3390/sym13071200
https://doi.org/10.7567/JJAP.55.07KE09
https://doi.org/10.1111/j.2042-7158.2012.01525.x
https://doi.org/10.3390/act7020018
https://doi.org/10.1016/S0032-5910(01)00386-2


Pharmaceutics 2024, 16, 68 21 of 22

24. Pfeffer, R.; Dave, R.N.; Wei, D.; Ramlakhan, M. Synthesis of engineered particulates with tailored properties using dry particle
coating. Powder Technol. 2001, 117, 40–67. [CrossRef]

25. Yang, Q.; Yuan, F.; Xu, L.; Yan, Q.; Yang, Y.; Wu, D.; Guo, F.; Yang, G. An update of moisture barrier coating for drug delivery.
Pharmaceutics 2019, 11, 436. [CrossRef] [PubMed]

26. Yang, Q.; Ma, Y.; Zhu, J. Applying a novel electrostatic dry powder coating technology to pellets. Eur. J. Pharm. Biopharm. 2015, 97,
118–124. [CrossRef] [PubMed]

27. Bose, S.; Bogner, R.H. Solventless Pharmaceutical Coating Processes: A Review. Pharm. Dev. Technol. 2007, 12, 115–131. [CrossRef]
[PubMed]

28. Quinlan, L.; Morton, D.; Zhou, Q. Particle Engineering Via Mechanical Dry Coating in the Design of Pharmaceutical Solid Dosage
Forms. Curr. Pharm. Des. 2015, 21, 5802–5814. [CrossRef]

29. Morton, D. Dry Powder Inhaler Formulations Comprising Surface-Modified Particles with Anti-Adherent Additives.
EP2174653B1, 14 May 2014.

30. Zhou, Q.; Armstrong, B.; Larson, I.; Stewart, P.J.; Morton, D.A. Effect of host particle size on the modification of powder flow
behaviours for lactose monohydrate following dry coating. Dairy Sci. Technol. 2010, 90, 237–251. [CrossRef]

31. Zhou, Q.; Quinlan, L.; Larson, I.; Stewart, P.; Morton, D. Improving aerosolization of drug powders by reducing powder intrinsic
cohesion via a mechanical dry coating approach. Int. J. Pharm. 2010, 394, 50–59. [CrossRef]

32. Rojas, J.R.; Cruchaga, M.A.; Celentano, D.J.; Ganaoui, M.E.; Pateyron, B. Numerical Forecast of the Melting and Thermal Histories
of Particles Injected in a Plasma Jet. arXiv 2010, arXiv:1002.2370. [CrossRef]

33. Agglomeration Theories. Agglomeration Set; Wiley-VCH Verlag GmbH: Weinheim Germany, 2004; Chapter 5; pp. 29–132.
[CrossRef]

34. Puri, V.; Shur, J.; Narang, A.S. Elucidating Molecular- and Particle-Level Changes during the Annealing of a Micronized
Crystalline Drug. Mol. Pharm. 2019, 16, 4339–4351. [CrossRef]

35. Das, S.C.; Behara, S.R.B.; Morton, D.A.V.; Larson, I.; Stewart, P.J. Importance of particle size and shape on the tensile strength
distribution and de-agglomeration of cohesive powders. Powder Technol. 2013, 249, 297–303. [CrossRef]

36. Kaialy, W.; Martin, G.P.; Ticehurst, M.D.; Royall, P.; Mohammad, M.A.; Murphy, J.; Nokhodchi, A. Characterisation and deposition
studies of recrystallised lactose from binary mixtures of ethanol/butanol for improved drug delivery from dry powder inhalers.
AAPS J. 2011, 13, 30–43. [CrossRef]

37. Mangal, S.; Park, H.; Nour, R.; Shetty, N.; Cavallaro, A.; Zemlyanov, D.; Thalberg, K.; Puri, V.; Nicholas, M.; Narang, A.S.; et al.
Correlations between surface composition and aerosolization of jet-milled dry powder inhaler formulations with pharmaceutical
lubricants. Int. J. Pharm. 2019, 568, 118504. [CrossRef] [PubMed]

38. Kondor, A.; Quellet, C.; Dallos, A. Surface characterization of standard cotton fibres and determination of adsorption isotherms
of fragrances by IGC. Surf. Interface Anal. 2015, 47, 1040–1050. [CrossRef]

39. Shi, B.; Wang, Y.; Jia, L. Comparison of Dorris-Gray and Schultz methods for the calculation of surface dispersive free energy by
inverse gas chromatography. J. Chromatogr. A 2011, 1218, 860–862. [CrossRef] [PubMed]

40. Basheti, I.; Bosnic-Anticevich, S.; Armour, C.; Reddel, H. Checklists for Powder Inhaler Technique: A Review and Recommenda-
tions. Respir. Care 2013, 59, 1140–1154. [CrossRef] [PubMed]

41. Wetterlin, K. Turbuhaler: A new powder inhaler for administration of drugs to the airways. Pharm. Res. 1988, 5, 506–508.
[CrossRef] [PubMed]

42. Zhang, Z.; He, Y.; Zhang, Z. Micromanipulation and Automatic Data Analysis to Determine the Mechanical Strength of
Microparticles. Micromachines 2022, 13, 751. [CrossRef] [PubMed]

43. Yan, Y. Rheological Properties of Non-Newtonian Fluids under Confinement; University of Birmingham: Birmingham, UK, 2008.
44. Jaffari, S.; Forbes, B.; Collins, E.; Barlow, D.J.; Martin, G.P.; Murnane, D. Rapid characterisation of the inherent dispersibility of

respirable powders using dry dispersion laser diffraction. Int. J. Pharm. 2013, 447, 124–131. [CrossRef]
45. Sebti, T.; Vanderbist, F.; Amighi, K. Evaluation of the content homogeneity and dispersion properties of fluticasone DPI

compositions. J. Drug Deliv. Sci. Technol. 2007, 17, 223–229. [CrossRef]
46. Paul, J.; Romeis, S.; Tomas, J.; Peukert, W. A review of models for single particle compression and their application to silica

microspheres. Adv. Powder Technol. 2014, 25, 136–153. [CrossRef]
47. Kumar, V.; Sethi, B.; Yanez, E.; Leung, D.H.; Ghanwatkar, Y.Y.; Cheong, J.; Tso, J.; Narang, A.S.; Nagapudi, K.; Mahato, R.I. Effect

of magnesium stearate surface coating method on the aerosol performance and permeability of micronized fluticasone propionate.
Int. J. Pharm. 2022, 615, 121470. [CrossRef]

48. Trofast, E.; Falk, J. Agglomeration of Finely Divided Powders. US-5551489-A, 3 September 1996.
49. Etschmann, C.; Scherließ, R. Formulation of rifampicin softpellets for high dose delivery to the lungs with a novel high dose dry

powder inhaler. Int. J. Pharm. 2022, 617, 121606. [CrossRef] [PubMed]
50. Adi, S.; Adi, H.; Chan, H.-K.; Finlay, W.H.; Tong, Z.; Yang, R.; Yu, A. Agglomerate strength and dispersion of pharmaceutical

powders. J. Aerosol Sci. 2011, 42, 285–294. [CrossRef]
51. Shekunov, B.Y.; Feeley, J.C.; Chow, A.H.L.; Tong, H.H.Y.; York, P. Aerosolisation behaviour of micronised and supercritically-

processed powders. J. Aerosol Sci. 2003, 34, 553–568. [CrossRef]

https://doi.org/10.1016/S0032-5910(01)00314-X
https://doi.org/10.3390/pharmaceutics11090436
https://www.ncbi.nlm.nih.gov/pubmed/31480542
https://doi.org/10.1016/j.ejpb.2015.10.006
https://www.ncbi.nlm.nih.gov/pubmed/26478275
https://doi.org/10.1080/10837450701212479
https://www.ncbi.nlm.nih.gov/pubmed/17510883
https://doi.org/10.2174/1381612821666151008151001
https://doi.org/10.1051/dst/2009046
https://doi.org/10.1016/j.ijpharm.2010.04.032
https://doi.org/10.48550/arXiv.1002.2370
https://doi.org/10.1002/9783527619788
https://doi.org/10.1021/acs.molpharmaceut.9b00692
https://doi.org/10.1016/j.powtec.2013.08.034
https://doi.org/10.1208/s12248-010-9241-x
https://doi.org/10.1016/j.ijpharm.2019.118504
https://www.ncbi.nlm.nih.gov/pubmed/31299339
https://doi.org/10.1002/sia.5811
https://doi.org/10.1016/j.chroma.2010.12.050
https://www.ncbi.nlm.nih.gov/pubmed/21195412
https://doi.org/10.4187/respcare.02342
https://www.ncbi.nlm.nih.gov/pubmed/24129338
https://doi.org/10.1023/A:1015969324799
https://www.ncbi.nlm.nih.gov/pubmed/3244659
https://doi.org/10.3390/mi13050751
https://www.ncbi.nlm.nih.gov/pubmed/35630220
https://doi.org/10.1016/j.ijpharm.2013.02.034
https://doi.org/10.1016/S1773-2247(07)50040-7
https://doi.org/10.1016/j.apt.2013.09.009
https://doi.org/10.1016/j.ijpharm.2022.121470
https://doi.org/10.1016/j.ijpharm.2022.121606
https://www.ncbi.nlm.nih.gov/pubmed/35202727
https://doi.org/10.1016/j.jaerosci.2011.02.002
https://doi.org/10.1016/S0021-8502(03)00022-3


Pharmaceutics 2024, 16, 68 22 of 22

52. Kinnunen, H.; Hebbink, G.; Peters, H.; Huck, D.; Makein, L.; Price, R. Extrinsic lactose fines improve dry powder inhaler
formulation performance of a cohesive batch of budesonide via agglomerate formation and consequential co-deposition. Int. J.
Pharm. 2015, 478, 53–59. [CrossRef] [PubMed]

53. Williams, D.R. Particle engineering in pharmaceutical solids processing: Surface energy considerations. Curr. Pharm. Des. 2015,
21, 2677–2694. [CrossRef] [PubMed]

54. Zhu, Q.; Gou, D.; Chan, H.-K.; Kourmatzis, A.; Yang, R. Effects of the mouthpiece and chamber of Turbuhaler® on the
aerosolization of API-only powder formulations. Int. J. Pharm. 2023, 637, 122871. [CrossRef] [PubMed]

55. Sonvico, F.; Chierici, V.; Varacca, G.; Quarta, E.; D’Angelo, D.; Forbes, B.; Buttini, F. RespiCellTM: An Innovative Dissolution
Apparatus for Inhaled Products. Pharmaceutics 2021, 13, 1541. [CrossRef]

56. Floroiu, A.; Klein, M.; Krämer, J.; Lehr, C.M. Towards Standardized Dissolution Techniques for In Vitro Performance Testing of
Dry Powder Inhalers. Dissolution Technol. 2018, 25, 6–18. [CrossRef]

57. Nokhodchi, A.; Okwudarue, O.N.; Valizadeh, H.; Momin, M.N. Cogrinding as a tool to produce sustained release behavior for
theophylline particles containing magnesium stearate. AAPS PharmSciTech 2009, 10, 1243–1251. [CrossRef]

58. La Zara, D.; Sun, F.; Zhang, F.; Franek, F.; Balogh Sivars, K.; Horndahl, J.; Bates, S.; Brännström, M.; Ewing, P.; Quayle, M.J.;
et al. Controlled Pulmonary Delivery of Carrier-Free Budesonide Dry Powder by Atomic Layer Deposition. ACS Nano 2021, 15,
6684–6698. [CrossRef]

59. Price, R.; Shur, J.; Ganley, W.; Farias, G.; Fotaki, N.; Conti, D.S.; Delvadia, R.; Absar, M.; Saluja, B.; Lee, S. Development of an
Aerosol Dose Collection Apparatus for In Vitro Dissolution Measurements of Orally Inhaled Drug Products. AAPS J. 2020, 22, 47.
[CrossRef] [PubMed]

60. van Aalderen, W.M.C.; Sprikkelman, A.B. Inhaled corticosteroids in childhood asthma: The story continues. Eur. J. Pediatr. 2011,
170, 709–718. [CrossRef] [PubMed]

61. Jain, S. Inhaled steroids are associated with cataracts. Thorax 2003, 58, 1026. [CrossRef]

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

https://doi.org/10.1016/j.ijpharm.2014.11.019
https://www.ncbi.nlm.nih.gov/pubmed/25448567
https://doi.org/10.2174/1381612821666150416100319
https://www.ncbi.nlm.nih.gov/pubmed/25876912
https://doi.org/10.1016/j.ijpharm.2023.122871
https://www.ncbi.nlm.nih.gov/pubmed/36948474
https://doi.org/10.3390/pharmaceutics13101541
https://doi.org/10.14227/DT250318P6
https://doi.org/10.1208/s12249-009-9326-y
https://doi.org/10.1021/acsnano.0c10040
https://doi.org/10.1208/s12248-020-0422-y
https://www.ncbi.nlm.nih.gov/pubmed/32060670
https://doi.org/10.1007/s00431-010-1319-z
https://www.ncbi.nlm.nih.gov/pubmed/20931226
https://doi.org/10.1136/thorax.58.12.1026

	Introduction 
	Materials and Methods 
	Intensive Mechanical Dry-Coating 
	Agglomerate Preparation via Ultrasonic Vibration 
	Analytical Methods 
	API and Lactose Quantification 
	Particle Size Distribution 
	Density Properties of Powder Mixture 
	Assessment of Surface Energy (SE) 
	Agglomerate Size and Morphology Characterization 
	Aerodynamic Assessment 
	Dissolution of Aerosolized Particles 
	Mechanical Strength Measurement 
	Deagglomeration and Dispersion Behavior Characterization 

	Statistical Analysis 

	Results 
	Bulk Properties of Powder Mixture 
	Production of Binary Agglomerate Formulation with Ultrasonic Vibration 
	Bulk Properties of Agglomerate Formulation 
	In Vitro Aerosolization Performance 

	Production of Ternary Formulation with Combination of Mechanical Coating and Ultrasonic Vibration 
	Deagglomeration and Dispersion Performance of Soft Agglomerates 
	Dissolution Evaluation of Aerosolized Particles 

	Discussion 
	Conclusions 
	References

