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Exploring the role of electrostatic 
deposition on inhaled aerosols 
in alveolated microchannels
Ron Bessler 1,2, Saurabh Bhardwaj 3, Daniel Malka 1, Rami Fishler 1 & Josué Sznitman 1*

Large amounts of net electrical charge are known to accumulate on inhaled aerosols during their 
generation using commonly-available inhalers. This effect often leads to superfluous deposition in the 
extra-thoracic airways at the cost of more efficient inhalation therapy. Since the electrostatic force 
is inversely proportional to the square of the distance between an aerosol and the airway wall, its 
role has long been recognized as potentially significant in the deep lungs. Yet, with the complexity 
of exploring such phenomenon directly at the acinar scales, in vitro experiments have been largely 
limited to upper airways models. Here, we devise a microfluidic alveolated airway channel coated 
with conductive material to quantify in vitro the significance of electrostatic effects on inhaled 
aerosol deposition. Specifically, our aerosol exposure assays showcase inhaled spherical particles of 
0.2, 0.5, and 1.1 μm that are recognized to reach the acinar regions, whereby deposition is typically 
attributed to the leading roles of diffusion and sedimentation. In our experiments, electrostatic effects 
are observed to largely prevent aerosols from depositing inside alveolar cavities. Rather, deposition 
is overwhelmingly biased along the inter-alveolar septal spaces, even when aerosols are charged 
with only a few elementary charges. Our observations give new insight into the role of electrostatics 
at the acinar scales and emphasize how charged particles under 2 µm may rapidly overshadow the 
traditionally accepted dominance of diffusion or sedimentation when considering aerosol deposition 
phenomena in the deep lungs.

Resolving the fundamental transport mechanisms of inhaled airborne particles is critical for inhalation therapy 
and efficient drug delivery to the  lungs1,2. This is especially true for systemic and topical delivery to the deep 
respiratory regions (i.e. pulmonary acini) that comprise a vast surface area and  ~ 90% of total lung  volume3. 
In assessing the governing aerosol deposition mechanisms at the sub-millimeter acinar length scales, particle 
dynamics have been traditionally characterized by two leading mechanisms, i.e. gravitational sedimentation 
and Brownian  diffusion4–7. In practice inhalation therapy relies on pharmaceutical devices that accumulate high 
amounts of electrostatic charges on airborne  particles8, created during dispersion from physical contact with the 
inhaler components or interactions with other  particles9. Moreover, charged droplets can form spontaneously 
during the disruption process of the electrical double layer in the fluid as is the case in atomizer  generators9. 
To date, however, how electrostatic mechanisms affect aerosol deposition at the smallest scales of the lungs has 
received comparatively little attention and is still not fully  understood8.

The effect of electrical charge on inhaled particles has been recognized for nearly a  century10. The electrostatic 
force, also known as Coulomb’s law, influences aerosol deposition by two concurrent  mechanisms11. (i) The first 
draws on electrostatic repulsion that arises between charged particles in a dense aerosol cloud; a phenomenon 
known as space charge that is typically absent in inhalation therapy but may occur with high concentrations 
(>  1012 particles/m3) combined with charge levels on the order of hundreds of electronic  charges12. (ii) The 
second mechanism is known as the induced image charge13 (see SM Fig. S1). There, a charged aerosol in proxim-
ity of the airway wall will cause the neutralized tissue surface to experience a dielectric effect (i.e. charged or 
dipole particles will reorient themselves by an external electric field) and will result in the creation of attractive 
forces between the airborne particle and the tissue surface. This latter mechanism is acknowledged to be more 
prevalent in inhalation  therapy11 and can often lead, depending on particle size, to increased deposition in the 
extra-thoracic (e.g. mouth, throat) and upper respiratory  airways14–17, when reasonably large charge levels exist 
(i.e. at least a few tens of electronic charges).
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Early in vivo animal studies have supported the notion of electrostatic charge altering pulmonary deposition 
 outcomes18, following which experiments in human subjects found aerosol deposition to be proportional both to 
charge and mechanical mobility B; a constant dependent on the carrier fluid (air) and the aerosol diameter dp

19. 
These seminal efforts emphasized the coupled effect of charge with other deposition mechanisms (e.g., impac-
tion, sedimentation, diffusion). However, such studies were limited to quantifying total deposition at the whole 
lung level, whereas the ability to characterize how electrostatic mechanisms influence local deposition patterns 
in different lung regions has remained largely absent. Since the electrostatic force is inversely proportional to 
the square of the distance between the charges ( Felec ∝ r−2) , the induced image charge is anticipated to become 
significant at the small airway scales, notably in the alveolar  regions19. While the subject of some whole-lung 
 simulations20,21, this hypothesis has never been directly explored in experiments.

To date, in vitro studies have been widely limited to upper respiratory tract models in quantifying overall 
deposition. For example, it was shown that even a single electron can play a significant role in affecting fine 
particle deposition in a simple trachea-like  model22. Another study in a throat cast replica gave rise to up to a 
fourfold increase in deposition for 0.5–10 μm particles when the net charge was  doubled23; a result in line with 
more recent computational fluid dynamics (CFD)  simulations24. To the best of our knowledge, the smallest mod-
els explored in vitro have consisted of hollow casts of human airways extending down to the 6th  generation25, 
where charged submicron particles showed a ~ 5 to sixfold deposition increase. One argument advanced on 
the prevalence of electrostatic effects in upper airways lies in the exposure of inhaled aerosols to high levels of 
relative humidity (> 90%) that would reduce their electrostatic  charge15. Yet, the short time of flight along the 
inhalation route (~ 1 s) combined with the high electrostatic charge accumulated from the inhalers (~  101–102 
e) cannot yield significant charge decay over such narrow time  scales8,22,23,26,27. Instead, the anticipated role of 
electrostatics at the smallest pulmonary length scales calls for renewed interest in deciphering the fate of inhaled 
aerosols in the acinar depths.

Motivated by these shortcomings, we explore in vitro the role of electrostatic forces on the transport and 
deposition of inhaled aerosols directly at the length scales of the pulmonary acinus. Leveraging state-of-the-art 
microfabrication techniques, we present an alveolated airway-on-chip that consists of an airway microchannel 
lined with anatomically-inspired alveolar cavities spaced by septal lining, entirely coated with electrically conduc-
tive material to realistically emulate the conducting properties of the parenchymal tissue. We quantify deposition 
patterns for a range of inhaled aerosol sizes acknowledged to access in vivo the acinar regions and traditionally 
considered to deposit under the leading influence of gravitational sedimentation or Brownian diffusion. By 
exploring two distinct electronic charge distributions, i.e. intrinsically charged atomized particles (i.e. >  102 e) 
versus neutralized ones (i.e. Boltzmann distribution), we showcase how the existence of a non-zero charge can 
dominate the other deposition mechanisms and fundamentally alter local deposition outcomes; a phenomenon 
most prominent at the septal ridges in particular for highly-charged aerosols. Not only do our experiments give 
new insight into the role of electrostatics for aerosol transport at the sub-millimeter airway scales, these efforts 
also call for revisiting the underlying paradigms of acinar particle deposition in inhalation therapy.

Materials and methods
Alveolated channel design
The proposed alveolated airway-on-chip design is inspired by seminal  numerical28–30 and experimental  studies31,32, 
including more recent microfluidic models of simple alveolated  ducts33–35. The microfluidic device comprises a 
straight channel lined with na = 6 identical trenches mimicking the shape of 2D alveolar-like cavity structures. 
The cylindrical shape of the cavity along the spanwise cross-section reduces the flow to 2D and enables a clear 
view of the particles  within33. The alveolar-like cavity is positioned in series along the bottom side of the chan-
nel with respect to gravity (Fig. 1a–c). Each alveolus is characterized by a diameter of Da ~ 200 μm, in line with 
the range of anticipated alveolar sizes in average human adult  lungs36. The alveolar cavities are spaced apart by a 
fixed distance (Fig. 1c); we refer here to this spacing as the septal distance (Ls = 50 μm), in analogy to the septal 
tissue that characterizes interalveolar structures along the acinar  ducts3. We note that in our in vitro models the 
septal space is larger than true anatomical values found in situ37 (i.e. ~ 10–15 μm as evaluated from bronchoscopy 
in human  adults38) and results from intrinsic limitations using microfabrication techniques (see details below) 
that cannot yield the same space-filling properties inherent of the pulmonary  acinus39; a point also discussed 
in recent  reviews40. The height of the rectangular channel is h = 300 μm and similar to the average diameter of 
acinar  ducts36, whereas the width of the channel (w = 5 mm) is chosen to guarantee a quasi-two-dimensional 
(2D) flow along the streamwise direction (as h <  < w).

We mimic in experiments steady-state airflows that approximate characteristic physiological flow conditions 
under quiet  inhalation4,41. Since our rationale lies in exploring the mechanistic determinants of deposition of 
charged aerosols traveling past the small bronchi of the conducting airways and entering the acinar regions, we 
specifically model aerosol deposition in proximal generations of the lung acinus, i.e. the respiratory bronchioles 
where alveoli first appear along the respiratory  tract36. In the proximal alveolated ducts, the characteristic Reyn-
olds number (Re) is anticipated to lie in the range of ~ 0.3–1.04,41. With the present aerosol exposure setup (see 
below), we achieve a Re ~ 0.4 where Re = Uh/ν ; here, ν is the kinematic viscosity of air, U  is the characteristic 
mean airflow velocity in the channel resulting from the exposure flow rate Qin . The total channel length is 5 cm, 
and the first alveolus is positioned 5 mm downstream from the microchannel inlet (Fig. 1a), corresponding to 
a distance more than two orders of magnitude larger than the anticipated entrance length Le at such low Re (on 
the order of Le ~ 0.05hRe). Such conditions give rise to fully-developed laminar Poiseuille flow profiles in the 
alveolated region of the channel (Fig. 1d; see simulations below). Note that our assumption of constant inhalation 
conditions is adequate as the Womersley number Wo, assessing the importance of flow unsteadiness in the deep 
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lung regions is significantly smaller than unity under quiet breathing (Wo <  < 1). Hence, acinar ductal airflows 
may be considered to be a first approximation as quasi-steady41,42.

In analogy to the seminal efforts mentioned above, we emphasize that our acinar duct model features fixed 
walls that contrast with alveolar wall deformations resulting from intrinsic breathing motion. This limitation 
holds important ramifications as ensuing flow field topologies in the individual alveolar cavities of the micro-
channel are characterized by a single recirculating vortex (Fig. 1e), as previously established for geometries of 
similar aspect ratio (~ 1:1) at low Reynolds  number33,43,44. In the absence of alveolar wall motions, the existence 
of a separated cavity flow prohibits any convective exchange between alveolar and ductal  flows45. In turn, our 
experimental setup is designed to explore aerosol deposition respectively along the channel (i.e. septal space) and 
within the alveolar cavities as a result of three leading deposition mechanisms: electrostatic forces, gravitational 
sedimentation, and Brownian diffusion, or a combination thereof.

Microfabrication
To fabricate the quasi 2D alveolar-like cavity structures, we use an Automatic Dicer (DAD3350, Disco) with a 
Disco diamond blade (MBT-B433-SD600L25MT38DD, Disco Japan) applied to transparent microscope glass 
slides (Marienfeld, dimensions: 76 × 26 × 1  mm3). Six straight identical cuts are applied along the spanwise (y-axis) 
of the glass slide, leading to cavity-like indents in the glass (see Fig. 1c). The cutting speed was set to 2 cm/s, and 

Figure 1.  (a) Schematic of the alveolated channel model dimensions (not to scale). The model consists of a 
PDMS cover on top of glass coated with ITO. (b) Corresponding flow magnitudes obtained from Computational 
Fluid Dynamics (CFD). The total flow rate Qtot enters the reservoir and splits into 2 flows: Qpipe reduces the 
high velocities and Qin which draws a slow stream of PSL aerosol-laden airflow through the leading channel. Qin 
flows into the alveolated airway microchannel using a syringe pump connected to the output Qout . (c) Bright 
field image (inverted microscope) of the alveolated region of the microchannel which features six alveoli. (d) 
Corresponding CFD simulations of the velocity magnitudes in the alveolated channel exhibiting characteristic 
Poiseuille flow within the main channel. (e) Velocity field and magnitude in a single alveolus exhibiting a 
separated flow with a slow recirculating vortex.
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the spindle revolution was fixed at 35,000 RPM. The dicing depth was set to D = 200 μm with a blade thickness of 
t = 200 μm to a produced aspect ratio for the cavity of 1:1. The spacing step between each cut was set to 250 μm, 
leading to a final 50 μm separation between each cavity (Fig. 1c). Afterward, the diced glasses went through a 
cleaning process first using an air jet followed by washing with DI water, followed by 10 min immersion in an 
acetone container, and eventually washed with 2-propanol. Glasses were then dried under a jet of nitrogen gas. 
The dimensions of the alveolar-like cavities and spacing were finally measured using a bright-field mode on an 
inverted microscope (Nikon Eclipse Ti).

The microchannel top enclosure, consisting of three of the channel walls (i.e. top and sides), was created by 
polydimethylsiloxane (PDMS) casting. The PDMS was mixed with a curing agent (Dow Corning) at a 10:1 weight 
ratio and poured on a template. The negative template of the top channel was custom-designed by SolidWorks 
and was 3D printed using a Prusa SL1 printer (3DM-ABS Advanced Material). The layer height of the printing 
was set to 0.025 mm and the exposure time to 10 s. After cleaning the model template with isopropyl alcohol, 
we strengthen the template by curing it for 60 min at 60 °C (Formlabs, Form Cure FH-CU-01). To protect the 
template from deformation, the PDMS was peeled after 24h resting within the mold under ambient conditions 
instead of using the oven. Only from the second time of pealing the PDMS would be pealed smoothly from the 
templated. To create an outlet port, we punched the model using a biopsy punch of 2mm size (Miltex, 3331). 
The undesired outlets resulting from the dicing of the cavities were sealed using Plasticine. Using a high-fre-
quency generator (ETP BD-10ASV) we adhered the PDMS cover to the diced glass and baked the model for 2h 
at 65 °C. Afterward, the PDMS-glass interface was coated with an additional layer of PDMS to strengthen the 
adherence and verify sealing. The final layer is dried for an additional 15 min at 65 °C.

Conductive layering of the alveolated microchannel
Prior to the PDMS bonding step, the glass slide containing the bottom alveolated surface is covered with a thin 
layer of indium tin oxide (ITO) using Plasma Enhanced Atomic Layer Deposition (Ultratech, Cambridge Nano-
tech Fiji G2). This supplies a conductive layer to the microchannel without compromising the transparency of 
the glass. The deposition process is limited to the microchannel region while the rest of the glass is protected by 
Kapton tape to prevent ITO deposition on the rest of the glass regions to be adhered with the top PDMS channel 
cover (see next section).

Briefly, Ti-doped indium oxide films are deposited using super cycles of indium oxide and titanium oxide. 
At the reactor, the temperature was set to 220 °C using Trimethylindium (TMI, 99% In) as an In metalorganic 
precursor, Tetrakis Dimethylamino Titanium (TDMAT, 99%) as a Ti metalorganic precursor and O2 Plasma 
as an oxidizer, respectively. We conducted a cycle ratio of 30:1 (In to Ti). High-purity Ar was used as a carrier 
gas for both half-cycles. The TMI precursor was kept at room temperature (RT), while the TDMAT precursor 
was heated to 75 °C. Deposition took place following  ~ 250 cycles, which yielded a total ITO film thickness 
of  ~ 30 nm. Using a Rudolph AutoEL-II ellipsometer, the deposited film refractive index was measured to 2.07 
at a 632 nm wavelength.

It is noteworthy to recall that the electrical conductivity of general lung parenchymal tissue closely approxi-
mates that of saline water with σ

H2O
∼1 S/m22. Hence, such large value is sufficient for electrical charges within 

lung tissue to exhibit remarkably rapid time scales, and thus facilitating the application of induced image charge 
 phenomena19. To address the inherently low conductivity of the glass substrate ( σglass ∼  10–11 S/m), we introduced 
an indium tin oxide (ITO) layer atop the glass channel; this additional layer substantially enhances the conductiv-
ity to σITO~103 S/m, as verified through four-point-probe (FPP) measurements. This elevated conductivity level 
enables the manifestation of induced image charge phenomena and replicates closely the anticipated electrostatic 
effects in situ within the lungs. A more comprehensive discussion of the electrical time scale analysis is available 
in the Supplementary Materials (SM).

Aerosol exposure setup
In line with recent aerosol exposure assays in airway-on-chip  models46,47, we use fluorescent polystyrene latex 
(PSL) particles (Fluoromax red and green fluorescent microsphere 1% solid, Thermo Scientific). Most relevant to 
the present study, PSL tends to inherently accumulate an excess amount of electrostatic charge during the aero-
solization  process48. Hence, in an effort to explore the role of electrostatic on deposition in our models, relative 
to the other well-established deposition mechanisms in the deep lungs (i.e. diffusion, sedimentation), we select 
three distinct monodisperse aerosol sizes that are known to reach the acinar regions; namely, dp = 0.2, 0.5 and 
1.1 μm (ρp = 1050 kg/m3). Such sizes underline respectively particle deposition under the leading influence of 
Brownian diffusion (dp = 0.2 μm) and gravitational sedimentation (dp > 1 μm), whereas 0.5 μm is acknowledged 
as lying within the small size window of inhaled aerosol sizes dominated by convection that are mostly exhaled 
under normal breathing and only deposit at low quantities due to weak diffusional or weak gravitational  forces4,5.

The PSL particles are diluted in DI water to a high concentration (~ 109particles/ml) to achieve sufficient depo-
sition data for ensemble statistics over relatively short exposure  times4 (i.e. ~ 10 to 20 min depending on particle 
size). Nonetheless, it was crucial to prevent the formation of aerosol aggregates due to the high concentration of 
suspended PSL particles, as previously described in  detail5. To address this concern, prior to the experiment the 
microspheres underwent a 30 min sonication in an ultrasonic water bath (Elma Elmasonic S10). The final weight 
percentage of the particle suspension was 5%; this concentration was carefully selected to ensure the generation 
of an aerosol with less than 1% aggregates, assuming that the water droplets exit the atomizer with specified 
parameters (i.e. a count mean diameter of 0.35 μm and a geometrical standard deviation of 2, as provided by 
the manufacturer). Our approach aligns well with the analysis presented in previous studies  by4,5, based on the 
assumption of a log-normal distribution of droplet sizes and monodisperse spherical particles. During the experi-
ments, a magnetic stirrer is used throughout to prevent particle sedimentation at the bottom of the container.
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The aerosol exposure setup (Fig. 2) consists of an aerosol generator (Model 3076, TSI) that uses a collision-
type atomizer with filtered air as the gas source with a pressure set to 2 bar. To remove water vapor from the 
aerosols under minimal loss, aerosols are first passed through two consecutive diffusion driers (Model 3062, TSI). 
An antistatic tube is used to feed the aerosol-laden flow with a nominal flow rate of Qtot = 1 L/min measured 
using a flow meter (Model 4100, TSI). Before the entrance to the microchannel inlet, the aerosol-laden stream 
is split using a chamber with a bleeding chimney located at the chamber top (with outflow Qpipe ). The stream 
toward the microchannel inlet is further reduced by strategically locating the inlet at the corner of the chamber 
feeding the microchannel (Fig. 1b) where airflow velocities are lowest following numerical simulations. To 
deliver a physiologically-relevant flow rate locally within the alveolated duct model (see earlier discussion), a 
stream of air is pulled into the microchannel using a syringe pump (PHD Ultra, Harvard Apparatus) connected 
to the channel’s outlet. The syringe pump is set to Qin = 2 mL/min resulting in a steady-state, laminar flow rate 
at the microchannel entrance mimicking acinar flows under quiet breathing conditions (Re ~ 0.6). To guarantee 
an identical electrical setup prior to each exposure assay and to eliminate the potential effects of excess surface 
charge, we electrically ground the coated conductive glass via a custom external connector wired to the inner 
surface of the microfluidic channel (Fig. 2).

Aerosolized PSL particles are intrinsically charged during the aerosolization process due to random fluctua-
tions in the concentrations of ions in the liquid. We infer the expected charge of the charge PSL particle in our 
exposure setup to be approximately >  102 e based on previous  experiments48,49. As such, these aerosols represent 
our “charged” group. Concurrently, as a control group we compare the same aerosolized particle sizes under 
neutralized conditions using an electrical ionizer (1090 MSP, TSI); we refer to such aerosols as belong to the 
“neutralized” group. The neutralizer operates most effectively on dry particles and is thus sequentially placed 
after the diffusion dryers (Fig. 2). Briefly, the neutralizer produces a high electric field around an electrode that 
creates high concertation packets of positive and negative ions. The input aerosol stream is exposed to a high 
concentration of bipolar ions that neutralizes the aerosols and results in aerosols with an equilibrium charge 
distribution (i.e., Boltzmann charge distribution; see SM Fig. S2). We emphasize that the “neutralized” aerosol 
group is not characterized by zero charges; rather, the neutralizer reduces the aerosol charge down to just sev-
eral electrons (e), resulting in a decrease of over two orders of magnitude compared to aerosols under charged 

Figure 2.  Schematic illustration of the experimental aerosol exposure setup, generated using Microsoft 
PowerPoint, highlighting the steps from aerosol generation to deposition inside the model (see Fig. 1). Two 
experimental groups are independently explored: (i) particles that are intrinsically highly-charged during their 
generation via the atomizer (full line) and bypass the neutralizer; and (ii) aerosols with a neutralized charge 
(dashed line) corresponding to the Boltzmann charge distribution (see SM Fig. S2).
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conditions. The average unit of charge n of each population is in turn 1.06 e, 1.67 e, and 2.48 e for dp = 0.2 μm, 
0.5 μm, and 1.1 μm, respectively (see SM Fig. S2).

Computational fluid dynamic (CFD) simulations
The steady laminar flow of the continuous phase (i.e. air with ρf = 1.225kg/m3 and µf = 1.7894× 10

−5
Pa · s ) 

is governed by the mass and momentum conservation equations (i.e., Navier–Stokes equations) and numeri-
cally solved using the finite volume method (FVM) using a commercial solver (i.e., Fluent 19.3, ANSYS, Inc). 
The momentum equations are discretized using a second-order upwind scheme for velocity and a second-order 
scheme for pressure, whereas, for coupling the velocity and pressure fields, the SIMPLE algorithm is applied 
along with a least-squares-based scheme for gradients. A numerical alveolated duct model identical to that used 
in the experiments (Fig. 1) was meshed with tetrahedral cells (~ 4.8M) using commercial meshing software 
(ANSYS ICEM) and converted to polyhedral mesh (~ 2.1M) in Fluent following a rigorous convergence study. 
For numerical modeling purposes, the model inlet is treated as a steady and uniform velocity inlet with a flow 
rate equal to Qin =2 mL/min (as described above) and zero pressure applied at the outlet.

Deposition quantification
Following each aerosol exposure experiment, alveolated channels were thoroughly examined using an inverted 
fluorescent microscope (Nikon Eclipse Ti) at varying magnifications (40X, 20X and 10X) depending on particle 
size (i.e., 0.2, 0.5 and 1.1 μm, respectively). The quantification of deposition involved identifying the precise pla-
nar locations (x, y) of individual deposited fluorescent particles through digital processing using local intensity 
maxima in ImageJ software (presented below in the Results section; e.g. see Fig. 3). This approach allowed us to 

Figure 3.  Microscopy imaging in the alveolated airway microchannel following deposition assays. (a) 
Reconstructed 3D visualization of the alveolated section of the microchannel (refer to SM Video 1) created 
using IMARIS. In this visualization, each colored point represents a deposited charged PSL particle with 
dp = 0.5 μm (as detailed in the Methods section). (b) and (c) provide a qualitative comparision for deposition 
patterns presented from the top view via an inverted microscope. The particles presented are PSL particles with 
dp = 1.1 μm. (b) depicts the charged case, while (c) represents the neutralized control group. The data in both (b) 
and (c) are extracted and analyzed using image-based local maxima analysis through ImageJ (see Methods).
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determine the spatial distribution of particle deposition within the in vitro model. Furthermore, we distinguish 
between two deposition groups as presented below: “septal deposition” (i.e. particles located along the septal 
zones) and “cavity deposition” representing deposited aerosols lining the alveolar cavities.

Statistical analysis
For each particle size, we conducted n = 3–7 independent experiments for each aerosol size and group (i.e. 
charged vs. neutralized). A two-way analysis of variance (ANOVA) was used to examine the effect of the experi-
ment settings. Our two independent variables were (i) the aerosol size (i.e., dp ∈ {0.2, 0.5, 1.1}µm) and the elec-
trostatic charge group (i.e. q ∈

{
neutralized, charged

}
 ). The dependent variable was the density ratio of septal 

to alveolar deposition ( Cs/Ca ) as further discussed below in the Results and Discussion section.

Results and discussion
To first give some insight into typical deposition data we present a reconstructed 3D visualization in Fig. 3a for 
dp = 0.5 μm, in the case of charged aerosols (see SM Video 1). Figure 3b and c demonstrate the substantial impact 
of the charge on 1.1 μm particle deposition. Figure 3c presents how the influence of gravitational forces gives a 
homogeneous deposition pattern (observing from a top view). In contrast, when charge is introduced (as seen in 
Fig. 3b), a distinct separation emerges. As a first observation, we note that deposited particles are predominantly 
located along the septal spacings (Ls) rather than in the alveolar cavities. This immediately points to a highly 
localized concentration of deposited aerosols; a point we quantitively explore below. It is crucial to emphasize 
that our model’s cavity orientation aligns with the direction of gravitational sedimentation along the −ẑ  direc-
tion. In turn, any deviation from this orientation would result in even lower cavity deposition. Furthermore, this 
orientation significantly impacts the deposition of larger 1.1 μm particles and, to a lesser extent, 0.2 μm particles.

Deposition fractions along the alveolated channel
We extract from microscopy imaging the deposition fractions (DF) for each alveolus and septum along the 
streamwise axial position of the alveolated channel (x/Da) after completion of each exposure assay. A summary of 
the results is presented in Fig. 4, where we present deposition according to particle size (Fig. 4, rows) and group 
i.e. neutralized versus charged (Fig. 4, columns). The histograms are normalized according to the total number 
of deposited particles. We discriminate between deposition along the septal spaces (i.e., light gray histograms) 
and within the alveolar cavities (i.e., dark gray histograms); this distinction is particularly relevant when con-
sidering the fate of inhaled aerosols for alveolar deposition (see discussion below). We immediately note that 
deposition is foremost biased to septal spacings and most striking when considering 0.5 and 1.1 μm aerosols in 
the “charged” group. In general, septal spacings each carry a DF of around 15% while individual cavities hold a 
DF typically  < 5%.

For the case of 0.5 μm aerosols (Fig. 4c,d), the difference in the distribution of DF along the alveolated chan-
nel appears rather negligible between the neutralized and charged cases, in the absence of significant diffusion 
or sedimentation for this particle  size5,50. Yet, in the charged case (Fig. 4d) deposition is slightly higher along the 
septal spaces at the cost of further reducing deposition within the individual cavities. This latter observation hints 
to the increasingly dominant role of electrostatic forces when particles are charged. Indeed, we recall that our PSL 
particles are anticipated to accumulate charges of several hundred  electrons48; an amount that is comparable to 
commonly-available inhalation devices such as dry powder inhalers (DPI)51 and metered dose inhalers (MDI)12.

We now turn our attention to the most discernable case differing from the general trend, i.e., neutralized 
particles with dp = 1.1 μm (Fig. 4e). This latter result may be grasped by recognizing that the relative role of 
sedimentation becomes more important as velocity magnitudes of airflows decrease in the acinar depths (see 
definition of the gravity number below)4. In the absence of convective exchange between the main channel and 
the recirculating cavity flow (Fig. 1e), sedimentation along the direction of gravity increases the opportunity for 
aerosols to cross into the alveolar cavities and deposit without being conveyed back into the central  channel52,53; 
a latter phenomenon witnessed during exhalation maneuvers in microfluidic in vitro  models47. Over the short 
streamwise distance interrogated ( ≤ 1.45 mm), the axial length is not however sufficiently long to observe a 
negative gradient in the deposition that would result from gradual sedimentation as seen in larger in vitro acinar 
 trees54,55 and small bronchial airway  models46. Nevertheless, the influence of sedimentation becomes again largely 
obscured when particles are charged (Fig. 4f).

Upon considering the smallest particle size dp = 0.2 μm (Fig. 4a,b), we observe a monotonic decrease in DF 
along the alveolated channel; a trend most noticeable for the case of charged aerosols along the septal spacings 
(i.e. DF spans > 20% passed the first alveolus down to < 15% when reaching the last), but also present in the 
alveolar cavities (Fig. 4b). Our experiments for 0.2 μm underline the superposition of Brownian motion on 
electrostatic forces and are evocative of diffusional screening occurring in the pulmonary acinus; a well-known 
physical phenomenon whereby particles that diffuse near an irregular surface are unlikely to reach more distal 
regions of the surface as they first collide with the nearest surface thereby acting as a “screen” behind which less 
accessible regions are  hidden56–58. Here, we witness the streamwise depletion of deposited particles along the 
alveolated channel; a trend anticipated to be even more pronounced in larger acinar tree  networks58.

Septal versus alveolar deposition
Motivated by the importance of targeting the acinar regions for inhalation therapy including systemic 
 delivery59–61, we further explore differences between septal deposition  (DFs) and alveolar deposition  (DFa) and 
are specifically interested in evaluating the ratio  DFs/DFa. We note that  DFs and  DFa depend on the areas As and 
Aa corresponding to the total septal and (concave) alveolar surface areas in our microchannel, respectively. Here, 
the ratio of total septal to alveolar surface area As/Aa is a mere ~ 0.1 (see SM calculations and Fig. S3). In true 
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lungs, however, As/Aa is expected to be much smaller as our canonical model features septal spacings (Ls) that 
are ~ 4 times thicker than in situ38. Motivated by in vivo deposition phenomena and in an effort to account for the 
manufacturing limitations of large Ls values, we extract instead a particle deposition density (or concentration) 
defined as C = (DF)/A; we evaluate Cs and Ca denoting the septal and alveolar deposition densities, respectively. 
The ratio Cs/Ca thus represents the relative importance of septal deposition where results are shown in Fig. 5a for 
all exposure assays. Values span nearly an order of magnitude (< 10 to > 80), underscoring accrued deposition 
along the septa regardless of particle size or charge. Such observation is in line with the general propensity for 
aerosols to deposit preferentially on septal ridges of the alveolar openings, as observed in computational  models5, 
in vitro  experiments47 and animal  studies62.

It is important to emphasize that the present in vitro results pertain only to models with static walls that omit 
breathing dynamics and motion; this follows from technical constraints related to the fabrication techniques 
employed. Consequently, the absence of alveolar wall motion hinders convective exchange between alveolar 
and ductal flows, a well-known phenomenon from previous  studies45. Therefore, the observed lower deposition 
within the cavities compared to the septal regions should not be surprising. However, even with the inclusion of 
moving walls, we would anticipate only a marginal increase in particle deposition within the cavities, consist-
ent with findings from previous in vitro studies and numerical  simulations47. Nevertheless, this study marks an 
initial phase, establishing the groundwork for exploring the role of electrostatic forces within the acinar region. 
However, the exact deposition patterns within real alveolar cavities in situ remain an open question. The present 
work represents an important stepping stone in ultimately addressing such question.

Figure 4.  Summary of the deposition fractions (DF) for aerosol exposure assays in the alveolated airway 
microchannels. Deposition fractions are presented for each alveolus and septum number along the x direction 
of the in vitro model (see Fig. 1). Data are shown according to the three distinct particle sizes dp (rows) and 
columns discriminate between exposure to neutralized or charged aerosols. Dark gray represents deposition 
within the cavities and light gray deposition on the septa, respectively. Note that the schematic drawing below 
the graphs in (e) and (f) represent the alveoli and septa positions along the x direction for improved spatial 
orientation.
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Until now, few studies have made any direct allusion to the significance of electrostatic effects on acinar 
deposition. Our experiments point to their importance towards deposition along the alveolar ridges when charge 
is finite as a result of the aerosolization process (Fig. 5a, dark gray histograms). From our analysis, the density 
ratio Cs/Ca is dependent on charge (p = 0.0205 for q ), diameter (p < 0.001 for dp), and the interaction between 
them (p < 0.001 for qdp) . Following the significant interaction, by looking at the simple main effects (SME) for 
the “charged” group, we note that dp does not significantly affect the ratio Cs/Ca (p = 0.2187); this corresponds 
in our experiments to the case when the density ratio remains nearly constant (Cs/Ca ~ 50) regardless of particle 
size, as diffusion and sedimentation are entirely overshadowed. More generally, our findings also support the 
few seminal in vivo inhalation studies of charged aerosols in human volunteers that concluded on deposition 
enhancement arising from electrostatic  charge19. Notably, the authors hypothesized that the primary site for such 
deposition enhancement would lie in the acinar regions for similar aerosol sizes inhaled in their experiments 
(i.e. 0.3, 0.6, and 1.0 μm).

Lastly, when the aerosol charge level is “neutralized” (Fig. 5a, light gray histograms), the SME analysis shows 
that dp is significant with regards to the density ratio (p < 0.0001). In turn, Cs/Ca is strongly dependent on par-
ticle size underscoring then the relative importance of diffusion and gravity. The SME analysis for each particle 
size results in a significant effect of the charge level on the density ratio (i.e. p = 0.0035, 0.0008, 0.0003 for 0.2, 
0.5 and 1.1 µm respectively). For neutralized 1.1 μm particles, sedimentation favors more deposition in the 
alveolar cavities compared to 0.5 and 0.2 μm particles, given the direction of  gravity63. While Cs/Ca is then at its 
lowest, the septal deposition density is still > 7 times that within the alveoli. This outcome also emphasizes the 
mechanistic challenges of aerosol targeting inside alveolar cavities for efficient inhalation  therapy50. In contrast, 
for neutralized 0.2 μm aerosols, the ratio Cs/Ca significantly decreases when Brownian motion is superimposed 
onto electrostatic effects. Not only does diffusional screening operate within the main channel (as discussed 
above), aerosols that cross within the alveolar cavities still have some probability to travel back out when they 
are neutralized as a result of stochastic motion that contrasts with deterministic trajectories for  sedimentation5,47.

Figure 5.  Comparison between local septal and alveolar deposition. (a) Histograms of the septal to alveolar 
particle deposition fraction density ratio Cs/Ca as a function of particle size dp and charge (neutralized vs. 
highly-charged). (b) Schematic drawing (not to scale) showcasing deposition phenomena within alveoli and 
adjacent septal spaces. The main channel is characterized by Poiseuille flow with a flow rate Qin . The majority of 
aerosols are deposited along the septal spaces, in particular near the septal ridges, rather than within the alveolar 
cavity. Histograms summarizing local deposition fractions (c) within the cavity and (d) along the adjacent 
septal spaces. Data are shown for the case of charged particles with dp = 0.5µm . Horizontal axes in (c) and (d) 
represent a normalized axial distance, where each bin equals a distance of 8.3 μm.
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Role of electrostatic charge on local spatial deposition
At the acinar scales electrostatic forces emanating from the induced charge on the airway’s lumen are antici-
pated to become more prevalent as the distance r between an aerosol and the closest airway decreases (Fig. 5b). 
Recalling that the magnitude of the attraction force on such aerosol scales with |Felec|~ (q/r)2 (Coulomb’s law), 
we anticipate that as r becomes small, the electrostatic attraction force will prevent aerosols from escaping local 
deposition regardless of their size. To better characterize the mechanistic underpinnings of electrostatic forces 
towards such localized deposition phenomena, we quantify the spatial distribution of deposited aerosols within 
the cavities and along the septal spaces (Fig. 5c,d), respectively. For brevity, we limit results to dp = 0.5 μm as 
our preferred candidate to isolate the role of electrostatic forces in airborne experiments. For the other sizes of 
particle distribution within the cavities see SM Fig. S4.

In Fig. 5c, we present deposition results superimposed for all six alveoli. Here, DF is shown as histograms of 
identical bin widths (i.e., Da/24 = 8.3 μm) along the non-dimensional distance (xa/Da) measured from the edge of 
the alveolus along the streamwise direction (see Fig. 5b). The resulting distribution exhibits a nearly symmetrical 
shape with respect to the cavity midpoint (xa/Da = 0.5) with two symmetrical peaks. Since the horizontal distance 
xa/Da represents a projected view of the alveolus’ parabolic curvature, this signifies that the sides of the cavity 
exhibit more surface area available for particle–wall interactions. However, as one approaches the vicinity of the 
septal edges (i.e., xa/Da → {0, 1} ), we witness a nearly complete depletion in deposition despite the most surface 
area accessible for particle–wall interactions. This latter result can be better understood by examining DF on the 
ridges of the actual septal space (Fig. 5d), where the histograms are comparatively shown for the same physical 
bin width (i.e., Da/24 = Ls/8 = 8.3 μm) along the non-dimensional distance (xs/Ls) measured from the edge of the 
septum (see Fig. 5b).

Not only does Fig. 5d reveal particles’ affinity towards the septal space (compare DF in Fig. 5c and d), we 
also observe local peaks in DF located at each septal ridge (i.e. xs/Ls → {0, 1} ), with the local DF minimum 
positioned at the septal midpoint (xs = Ls/2). These variations in deposition can indeed be associated with flow 
recirculation regions, where the local flow is directed towards the wall with higher velocity, resulting in enhanced 
localized deposition. Additionally, it is possible that the septa might act as zones of high electrostatic attraction 
for two reasons: (i) compared with alveolar cavities, septa are the closest surface to interact with aerosols con-
vected in the main channel, thereby enriching them with additional deposition. (ii) In line with fundamental 
 electromagnetism64, the ridges represent two sharply curved edges (Fig. 5b) which we speculate may lead to 
concentrated electric fields −→E  compared with the weaker electric field produced by the cavity’s flatter walls. 
Recalling that −→F elec = q

−→
E  , such local concentrated electric fields could create larger attractive forces on nearby 

aerosols. While beyond the scope of the present article, these results open the door for future investigations.

Non-dimensional considerations
As a final step, we revisit the governing mechanisms of aerosol deposition in our model with dimensional 
analysis. In the absence of inertial  impaction65, aerosol deposition in the acinar depths has been traditionally 
acknowledged as resulting from sedimentation or Brownian diffusion depending on particle size. Hence, the fol-
lowing dimensionless parameters are typically introduced to characterize their respective  roles4,7,31,43: the gravity 
number H = τpg/Uc and the inverse particle Peclet number  Pe-1 = Ddiff /UcLc, where Ddiff is the Stokes–Einstein 
diffusion coefficient. We recall that  Pe-1 and H may be derived from conservation of linear momentum for an 
airborne particle (see SM). Yet, such mechanistic treatments implicitly assume ideally neutral aerosols (q = 0). 
Instead, the Coulomb force arising from particle–wall interactions should be accounted for, thereby leading to an 
additional  group22, i.e., Inc = Ccq

2/3π2µf dp16ε0L
2
cUc , where Cc is the Cunningham correction factor (see SM).

We can now assess the relative importance of the three dimensionless groups in the phase map of Fig. 6 
for a range of inhaled aerosol sizes known to reach the acinar  regions4,5, and a range of net charges n(e) repre-
sentative of various inhaler  devices8. The distinctive zones in the phase map underline areas where one group 
dominates over the others while the delineation between zones identifies where two groups are equal in an 
order of magnitude sense. We emphasize that dimensional analysis supports a comprehensive assessment of 
aerosol transport in our in vitro experiments in contrast to directly predicting physiological acinar deposition 
 outcomes66. Namely, we only consider the transport determinants for particles that have effectively entered the 
acinar  regions5,50, thereby omitting entirely the fate of deposited aerosols screened along the inhalation route 
spanning mouth to distal  airways67.

With such limitations in mind, we first revisit our experimental observations (Figs. 3, 4 and 5) for the case of 
charged aerosols. In the absence of knowing the exact number of charges on the PSL particles, Fig. 6a underlines 
how the Inc group largely dominates deposition when aerosols hold charges of several hundred electrons as 
estimated in our specific exposure  setup48. With further increases in charge (n(e) >  103), Inc will also dominate 
deposition for aerosols larger than those explored in our experiments (dp > 1.1 µm). We note that each dimen-
sionless parameter depends on a characteristic velocity scale Uc, where we have concentrated on local alveolar 
transport phenomena. Here, we have chosen the mean velocity in the recirculating cavities (Uc = 3 mm/s) follow-
ing CFD simulations (Fig. 1d). Since all three mechanisms are inversely proportional to Uc the interplay between 
the dimensionless groups is unaffected by either slower or faster airflows in the realm of low Re anticipated in 
the acinar regions.

Concurrently, Inc is inversely proportional to the square of the characteristic length Lc. Here, we defined 
Lc = Da/4 = 50 µm which corresponds to the distance halfway from the alveolar wall to the vortex center but also 
equals our septal length Ls. We specifically opted for a length scale based on the recirculating alveolar flow topol-
ogy (Fig. 1e) to capture typical interplays between deposition mechanisms within alveoli rather than limiting 
ourselves only to very short distances in the vicinity of the lumen.
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We note that in our experiments the Pe number holds relatively large values when considering the mean 
(channel) velocity, e.g. Pe ~ 550 for dp = 0.2 µm. Such values underscore the significance of advection in the 
transport of aerosols and their trajectory. Yet, the exact fate of such aerosols depends on a superposition between 
deterministic advection and stochastic Brownian motion. In this study, we foremost explored particle deposition, 
where advection plays a role in transporting particles but does not directly lead to their deposition on the wall. 
Within the scope of this work, our primary objective was thus to investigate the intricate interplay between H, 
Pe, and Inc on deposition outcomes. These non-dimensional numbers are defined with respect to the advection 
term ( ∝ U−1

c ) . By comparing them as ratios, we effectively eliminate the fixed-velocity advection term, enabling 
us to focus on their mutual relationships.

In Fig. 6b, our phase map underlines how for sub-micron particles (e.g. < 170–200 nm), there appears to be a 
rather sharp cutoff when particles with charges > 100 e are dominated by electrostatic effects, whereas for those 
with < 100 e diffusional mechanisms will largely prevail. In contrast as particles become larger (i.e. micron-sized 
aerosols), the coupling between size and charge becomes stronger as highlighted in the interplay between Inc 
and H. Regardless, our choice for the length Lc does not fundamentally alter the existence of the three distinc-
tive zones in the phase map (Fig. 6), underscoring the importance of including Inc to characterize tangible 
electrostatic effects.

Conclusions
In the present paper, we have experimentally explored electrostatic charge effects on aerosol deposition in a 
canonical in vitro model of an alveolated microchannel. Our results point to the highly important role of elec-
trostatic forces for aerosols entering the acinar depths. Notably, our data further support why septal deposition 
is anticipated to prevail at the cost of lower alveolar cavity deposition given the anatomical arrangement of the 
pulmonary acinus. In conjunction with our results from dimensional analysis, we may conclude that while 
neglecting the role of electrostatic charge in the acinar regions may be relevant for nebulizers and spacers, this 
will not be necessarily true for aerosols smaller than 2 μm produced by commercially-available inhalers such as 
in the case of DPI and MDI (as inferred from Fig. 6a)8. Undoubtedly, further studies are still needed to deepen 
our understanding of the interplay of electrostatic effects in more faithful acinar environments (e.g., alveolar wall 
movements, high relative humidity, etc.). Yet, looking back at the International Commission on Radiological 
Protection (ICRP)68, the present work, and those that lie ahead, give reason to advocate for revised guidelines in 
understanding comprehensively pulmonary deposition in the distal airways and acinar regions in the presence 
of electrostatic charge.

Data availability
Additional details can be found in the Supplementary Material (SM) accompanying this paper.
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Figure 6.  Phase map summarizing the leading dimensionless numbers (H,  Pe-1 and Inc) as a function of 
particle diameter dp (horizontal axis) and units of elementary charge e (vertical axis). The distinctive zones in 
the phase map underline areas where one group dominates over the others while the delineation between zones 
identifies where two groups are equal in an order of magnitude sense. (a) and (b) display different resolutions 
of the phase map. Note that the analysis is conducted for a characteristic velocity magnitude U = 3mm/s and a 
characteristic length Lc = 50µm (see text for details).



12

Vol:.(1234567890)

Scientific Reports |        (2023) 13:23069  | https://doi.org/10.1038/s41598-023-49946-w

www.nature.com/scientificreports/

References
 1. Patton, J. S. & Byron, P. R. Inhaling medicines: Delivering drugs to the body through the lungs. Nat. Rev. Drug Discov. 6(1), 67–74. 

https:// doi. org/ 10. 1038/ nrd21 53 (2007).
 2. Azarmi, S., Roa, W. H. & Löbenberg, R. Targeted delivery of nanoparticles for the treatment of lung diseases. Adv. Drug Deliv. Rev. 

60(8), 863–875. https:// doi. org/ 10. 1016/j. addr. 2007. 11. 006 (2008).
 3. Knudsen, L. & Ochs, M. The micromechanics of lung alveoli: Structure and function of surfactant and tissue components. Histo-

chem. Cell Biol. 150(6), 661–676. https:// doi. org/ 10. 1007/ s00418- 018- 1747-9 (2018).
 4. Sznitman, J. Respiratory microflows in the pulmonary acinus. J. Biomech. 46(2), 284–298. https:// doi. org/ 10. 1016/j. jbiom ech. 2012. 

10. 028 (2013).
 5. Hofemeier, P. & Sznitman, J. Revisiting pulmonary acinar particle transport: Convection, sedimentation, diffusion, and their 

interplay. J. Appl. Physiol. 118(11), 1375–1385. https:// doi. org/ 10. 1152/ jappl physi ol. 01117. 2014 (2015).
 6. Darquenne, C. Aerosol deposition in health and disease. J. Aerosol Med. Pulm. Drug Deliv. 25(3), 140–147. https:// doi. org/ 10. 1089/ 

jamp. 2011. 0916 (2012).
 7. Tsuda, A., Henry, F. S. S. & Butler, J. P. P. Particle transport and deposition: Basic physics of particle kinetics. Compr. Physiol. 3(4), 

1437–1471. https:// doi. org/ 10. 1002/ cphy. c1000 85 (2013).
 8. Kwok, P. C. L. & Chan, H.-K. Electrostatics of pharmaceutical inhalation aerosols. J. Pharm. Pharmacol. 61(12), 1587–1599. https:// 

doi. org/ 10. 1211/ jpp/ 61. 12. 0002 (2009).
 9. Swarbrick, J. Encyclopedia of pharmaceutical technology 3rd edn. (Taylor Francis, 2006).
 10. Wilson, I. B. The deposition of charged particles in tubes, with reference to the retention of therapeutic aerosols in the human 

lung. J. Colloid Sci. 2(2), 271–276. https:// doi. org/ 10. 1016/ 0095- 8522(47) 90028-7 (1947).
 11. Finlay, W. H. Deposition of aerosols in the lungs: Particle characteristics. J. Aerosol Med. Pulm. Drug Deliv. 34(4), 213–216. https:// 

doi. org/ 10. 1089/ JAMP. 2021. 29040. WHF/ FORMAT/ EPUB (2021).
 12. Kwok, P. C. L., Glover, W. & Chan, H. K. Electrostatic charge characteristics of aerosols produced from metered dose inhalers. J. 

Pharm. Sci. 94(12), 2789–2799. https:// doi. org/ 10. 1002/ jps. 20395 (2005).
 13. Balachandran, W., Machowski, W., Gaura, E., Hudson, C. & Systems, E. Control of drug aerosol in human airways using electrostatic 

forces. J. Electrostat. 3886(97), 1–6 (1997).
 14. Azhdarzadeh, M., Olfert, J. S., Vehring, R. & Finlay, W. H. Effect of electrostatic charge on oral-extrathoracic deposition for uni-

formly charged monodisperse aerosols. J. Aerosol Sci. 68, 38–45. https:// doi. org/ 10. 1016/j. jaero sci. 2013. 11. 002 (2014).
 15. Xi, J., Si, X. & Longest, W. Electrostatic charge effects on pharmaceutical aerosol deposition in human nasal-laryngeal airways. 

Pharmaceutics 6(1), 26–35. https:// doi. org/ 10. 3390/ pharm aceut ics60 10026 (2014).
 16. Azhdarzadeh, M., Olfert, J. S., Vehring, R. & Finlay, W. H. Effect of induced charge on deposition of uniformly charged particles in 

a pediatric oral-extrathoracic airway. Aerosol Sci. Technol. 48(5), 508–514. https:// doi. org/ 10. 1080/ 02786 826. 2014. 896989 (2014).
 17. Azhdarzadeh, M., Olfert, J. S., Vehring, R. & Finlay, W. H. Effect of electrostatic charge on deposition of uniformly charged mono-

disperse particles in the nasal extrathoracic airways of an infant. J. Aerosol Med. Pulm. Drug Deliv. 28(1), 30–34. https:// doi. org/ 
10. 1089/ JAMP. 2013. 1118/ FORMAT/ EPUB (2015).

 18. Fraser, D. A. & Hill, C. The deposition of unipolar charged particles in the lungs of animals. Arch. Environ. Heal. An Int. J. 13(2), 
152–157 (1966).

 19. Melandri, C., Prodi, V., Zaiacomo, T. D. E. & Aerosol, P. F. T. Deposition of charged particles in the human airways. J. Aerosol Sci 
14(5), 657–669 (1983).

 20. Bailey, A. G., Hashish, A. H. & Williams, T. J. Drug delivery by inhalation of charged particles. J. Electrostat. 44(1–2), 3–10. https:// 
doi. org/ 10. 1016/ S0304- 3886(98) 00017-5 (1998).

 21. Majid, H., Madl, P., Hofmann, W. & Alam, K. Implementation of charged particles deposition in stochastic lung model and calcula-
tion of enhanced deposition. Aerosol Sci. Technol. 46(5), 547–554. https:// doi. org/ 10. 1080/ 02786 826. 2011. 645957 (2012).

 22. Cohen, B. S., Xiong, J. Q., Asgharian, B. & Ayres, L. Deposition of inhaled charged ultrafine particles in a simple tracheal model. 
J. Aerosol Sci. 26(7), 1149–1160 (1995).

 23. Ali, M., Reddy, R. N. & Mazumder, M. K. Electrostatic charge effect on respirable aerosol particle deposition in a cadaver based 
throat cast replica. J. Electrostat. 66(7–8), 401–406. https:// doi. org/ 10. 1016/j. elstat. 2008. 02. 005 (2008).

 24. Koullapis, P. G., Kassinos, S. C., Bivolarova, M. P. & Melikov, A. K. Particle deposition in a realistic geometry of the human conduct-
ing airways: Effects of inlet velocity profile, inhalation flowrate and electrostatic charge. J. Biomech. 49(11), 2201–2212. https:// 
doi. org/ 10. 1016/j. jbiom ech. 2015. 11. 029 (2016).

 25. Cohen, B. S., Xiong, J. Q., Fang, C. -P., Li, W. Deposition of Charged Particles on Lung Airways. Health Phys. 74(5), (1998). https:// 
journ als. lww. com/ health- physi cs/ Fullt ext/ 1998/ 05000/ Depos ition_ of_ Charg ed_ Parti cles_ on_ Lung_ Airwa ys.2. aspx.

 26. Finlay, W. H. The mechanics of inhaled pharmaceutical aerosols: An introduction (Elsevier, 2001).
 27. Elajnaf, A., Carter, P. & Rowley, G. The effect of relative humidity on electrostatic charge decay of drugs and excipient used in dry 

powder inhaler formulation. Drug Dev. Ind. Pharm. 33(9), 967–974. https:// doi. org/ 10. 1080/ 03639 04060 11342 07 (2007).
 28. Darquenne, C., Federspiel, W. J., Fredberg, J. J., Tsuda, A. & Butler, J. P. Two- and three-dimensional simulations of aerosol transport 

and deposition in alveolar zone of human lung. J. Appl. Physiol. 80(4), 1401–1414. https:// doi. org/ 10. 1152/ jappl. 1996. 80.4. 1401 
(1996).

 29. Federspiel, W. J. & Fredberg, J. J. Axial dispersion in respiratory bronchioles and alveolar ducts. J. Appl. Physiol. 64(6), 2614–2621. 
https:// doi. org/ 10. 1152/ jappl. 1988. 64.6. 2614 (1988).

 30. Tsuda, A., Federspiel, W. J., Grant, P. A. & Fredberg, J. J. Axial dispersion of inert species in alveolated channels. Chem. Eng. Sci. 
46(5–6), 1419–1426. https:// doi. org/ 10. 1016/ 0009- 2509(91) 85068-9 (1991).

 31. Karl, A., Henry, F. S. & Tsuda, A. Low Reynolds number viscous flow in an alveolated duct. J. Biomech. Eng. 126(4), 420–429. 
https:// doi. org/ 10. 1115/1. 17844 76 (2004).

 32. van Ertbruggen, C., Corieri, P., Theunissen, R., Riethmuller, M. L. & Darquenne, C. Validation of CFD predictions of flow in a 3D 
alveolated bend with experimental data. J. Biomech. 41(2), 399–405. https:// doi. org/ 10. 1016/j. jbiom ech. 2007. 08. 013 (2008).

 33. Fishler, R., Mulligan, M. K. & Sznitman, J. Mapping low-Reynolds-number microcavity flows using microfluidic screening devices. 
Microfluid. Nanofluidics 15(4), 491–500. https:// doi. org/ 10. 1007/ s10404- 013- 1166-0 (2013).

 34. Mahto, S. K., Tenenbaum-Katan, J., Greenblum, A., Rothen-Rutishauser, B. & Sznitman, J. Microfluidic shear stress-regulated 
surfactant secretion in alveolar epithelial type II cells in vitro. Am. J. Physiol. - Lung Cell. Mol. Physiol. 306(7), 672–683. https:// 
doi. org/ 10. 1152/ ajplu ng. 00106. 2013 (2014).

 35. Tenenbaum-Katan, J., Fishler, R., Rothen-Rutishauser, B. & Sznitman, J. Biomimetics of fetal alveolar flow phenomena using 
microfluidics. Biomicrofluidics https:// doi. org/ 10. 1063/1. 49082 69 (2015).

 36. Haefeli-Bleuer, B. & Weibel, E. R. Morphometry of the human pulmonary acinus. Anat. Rec. 220(4), 401–414. https:// doi. org/ 10. 
1002/ ar. 10922 00410 (1988).

 37. Perlman, C. E. & Wu, Y. In situ determination of alveolar septal strain, stress and effective Young’s modulus: An experimental/
computational approach. Am. J. Physiol. - Lung Cell. Mol. Physiol. 307(4), 302–310. https:// doi. org/ 10. 1152/ AJPLU NG. 00106. 2014 
(2014).

 38. Thiberville, L. et al. Human in vivo fluorescence microimaging of the alveolar ducts and sacs during bronchoscopy. Eur. Respir. J. 
33(5), 974–985. https:// doi. org/ 10. 1183/ 09031 936. 00083 708 (2009).

https://doi.org/10.1038/nrd2153
https://doi.org/10.1016/j.addr.2007.11.006
https://doi.org/10.1007/s00418-018-1747-9
https://doi.org/10.1016/j.jbiomech.2012.10.028
https://doi.org/10.1016/j.jbiomech.2012.10.028
https://doi.org/10.1152/japplphysiol.01117.2014
https://doi.org/10.1089/jamp.2011.0916
https://doi.org/10.1089/jamp.2011.0916
https://doi.org/10.1002/cphy.c100085
https://doi.org/10.1211/jpp/61.12.0002
https://doi.org/10.1211/jpp/61.12.0002
https://doi.org/10.1016/0095-8522(47)90028-7
https://doi.org/10.1089/JAMP.2021.29040.WHF/FORMAT/EPUB
https://doi.org/10.1089/JAMP.2021.29040.WHF/FORMAT/EPUB
https://doi.org/10.1002/jps.20395
https://doi.org/10.1016/j.jaerosci.2013.11.002
https://doi.org/10.3390/pharmaceutics6010026
https://doi.org/10.1080/02786826.2014.896989
https://doi.org/10.1089/JAMP.2013.1118/FORMAT/EPUB
https://doi.org/10.1089/JAMP.2013.1118/FORMAT/EPUB
https://doi.org/10.1016/S0304-3886(98)00017-5
https://doi.org/10.1016/S0304-3886(98)00017-5
https://doi.org/10.1080/02786826.2011.645957
https://doi.org/10.1016/j.elstat.2008.02.005
https://doi.org/10.1016/j.jbiomech.2015.11.029
https://doi.org/10.1016/j.jbiomech.2015.11.029
https://journals.lww.com/health-physics/Fulltext/1998/05000/Deposition_of_Charged_Particles_on_Lung_Airways.2.aspx
https://journals.lww.com/health-physics/Fulltext/1998/05000/Deposition_of_Charged_Particles_on_Lung_Airways.2.aspx
https://doi.org/10.1080/03639040601134207
https://doi.org/10.1152/jappl.1996.80.4.1401
https://doi.org/10.1152/jappl.1988.64.6.2614
https://doi.org/10.1016/0009-2509(91)85068-9
https://doi.org/10.1115/1.1784476
https://doi.org/10.1016/j.jbiomech.2007.08.013
https://doi.org/10.1007/s10404-013-1166-0
https://doi.org/10.1152/ajplung.00106.2013
https://doi.org/10.1152/ajplung.00106.2013
https://doi.org/10.1063/1.4908269
https://doi.org/10.1002/ar.1092200410
https://doi.org/10.1002/ar.1092200410
https://doi.org/10.1152/AJPLUNG.00106.2014
https://doi.org/10.1183/09031936.00083708


13

Vol.:(0123456789)

Scientific Reports |        (2023) 13:23069  | https://doi.org/10.1038/s41598-023-49946-w

www.nature.com/scientificreports/

 39. Weibel, E. R., Sapoval, B. & Filoche, M. Design of peripheral airways for efficient gas exchange. Respir. Physiol. Neurobiol. 148(1–2), 
3–21. https:// doi. org/ 10. 1016/j. resp. 2005. 03. 005 (2005).

 40. Tenenbaum-Katan, J., Artzy-Schnirman, A., Fishler, R., Korin, N. & Sznitman, J. Biomimetics of the pulmonary environment 
in vitro: A microfluidics perspective. Biomicrofluidics https:// doi. org/ 10. 1063/1. 50230 34 (2018).

 41. Pedley, T. J. Pulmonary fluid dynamics. Annu. Rev. Fluid Mech. 9, 229–274. https:// doi. org/ 10. 1146/ annur ev. fl. 09. 010177. 001305 
(1977).

 42. Fishler, R., Mulligan, M. K. & Sznitman, J. Acinus-on-a-chip: A microfluidic platform for pulmonary acinar flows. J. Biomech. 
46(16), 2817–2823. https:// doi. org/ 10. 1016/j. jbiom ech. 2013. 08. 020 (2013).

 43. Sznitman, J. Revisiting airflow and aerosol transport phenomena in the deep lungs with microfluidics. Chem. Rev. 122(7), 7182–
7204. https:// doi. org/ 10. 1021/ acs. chemr ev. 1c006 21 (2022).

 44. Lv, H., Dong, J., Qiu, Y., Yang, Y. & Zhu, Y. Microflow in a rhythmically expanding alveolar chip with dynamic similarity. Lab Chip 
20(13), 2394–2402. https:// doi. org/ 10. 1039/ c9lc0 1273g (2020).

 45. Tippe, A. & Tsuda, A. Recirculating flow in an expanding alveolar model: Experimental evidence of flow-induced mixing of aerosols 
in the pulmonary acinus. J. Aerosol Sci. 31(8), 979–986. https:// doi. org/ 10. 1016/ S0021- 8502(99) 00572-8 (2000).

 46. Elias-Kirma, S. et al. In situ-like aerosol inhalation exposure for cytotoxicity assessment using airway-on-chips platforms. Front. 
Bioeng. Biotechnol. 8, 1–13. https:// doi. org/ 10. 3389/ fbioe. 2020. 00091 (2020).

 47. Fishler, R., Hofemeier, P., Etzion, Y., Dubowski, Y. & Sznitman, J. Particle dynamics and deposition in true-scale pulmonary acinar 
models. Sci. Rep. 5, 1–11. https:// doi. org/ 10. 1038/ srep1 4071 (2015).

 48. Forsyth, B., Liu, B. Y. H. & Romay, F. J. Particle charge distribution measurement for commonly generated laboratory aerosols. 
Aerosol Sci. Technol. 28(6), 489–501. https:// doi. org/ 10. 1080/ 02786 82980 89655 40 (1998).

 49. Whitby, K. T. & Liu, B. Y. H. Polystyrene aerosols-electrical charge and residue size distribution. Atmos. Environ. 2(2), 103–116. 
https:// doi. org/ 10. 1016/ 0004- 6981(68) 90026-7 (1968).

 50. Hofemeier, P., Koshiyama, K., Wada, S. & Sznitman, J. One (sub-)acinus for all: Fate of inhaled aerosols in heterogeneous pulmonary 
acinar structures. Eur. J. Pharm. Sci. 113, 53–63. https:// doi. org/ 10. 1016/j. ejps. 2017. 09. 033 (2018).

 51. Byron, P. R., Peart, J. & Staniforth, J. N. Aerosol electrostatics I: Properties of fine powders before and after aerosolization by dry 
powder inhalers. Pharm. Res. 14(6), 698–705. https:// doi. org/ 10. 1023/A: 10121 81818 244 (1997).

 52. Tsuda, A., Butler, J. P. & Fredberg, J. J. Effects of alveolated duct structure on aerosol kinetics. II. Gravitational sedimentation and 
inertial impaction. J. Appl. Physiol. 76(6), 2510–2516. https:// doi. org/ 10. 1152/ JAPPL. 1994. 76.6. 2510 (1994).

 53. Wu, T., Zhang, H. & Cui, H. Numerical simulation of the effect of gravitational direction on particle deposition in pulmonary acinus 
under the condition of breath holding. Nanotechnol. Precis. Eng. 1(1), 66–72. https:// doi. org/ 10. 13494/j. npe. 20170 003 (2018).

 54. Khajeh-Hosseini-Dalasm, N. & Longest, P. W. Deposition of particles in the alveolar airways: Inhalation and breath-hold with 
pharmaceutical aerosols. J. Aerosol Sci. 79, 15–30. https:// doi. org/ 10. 1016/j. jaero sci. 2014. 09. 003 (2015).

 55. Ma, B. & Darquenne, C. Aerosol bolus dispersion in acinar airways - Influence of gravity and airway asymmetry. J. Appl. Physiol. 
113(3), 442–450. https:// doi. org/ 10. 1152/ JAPPL PHYSI OL. 01549. 2011 (2012).

 56. Felici, M., Filoche, M. & Sapoval, B. Diffusional screening in the human pulmonary acinus. J. Appl. Physiol. 94(5), 2010–2016. 
https:// doi. org/ 10. 1152/ JAPPL PHYSI OL. 00913. 2002 (2003).

 57. Felici, M., Filoche, M., Straus, C., Similowski, T. & Sapoval, B. Diffusional screening in real 3D human acini-A theoretical study. 
Respir. Physiol. Neurobiol. 145(2–3), 279–293. https:// doi. org/ 10. 1016/J. RESP. 2004. 10. 012 (2005).

 58. Hofemeier, P., Shachar-Berman, L., Tenenbaum-Katan, J., Filoche, M. & Sznitman, J. Unsteady diffusional screening in 3D pul-
monary acinar structures: From infancy to adulthood. J. Biomech. 49(11), 2193–2200. https:// doi. org/ 10. 1016/j. jbiom ech. 2015. 
11. 039 (2016).

 59. Scheuch, G., Kohlhaeufl, M. J., Brand, P. & Siekmeier, R. Clinical perspectives on pulmonary systemic and macromolecular delivery. 
Adv. Drug Deliv. Rev. 58(9–10), 996–1008. https:// doi. org/ 10. 1016/j. addr. 2006. 07. 009 (2006).

 60. Anderson, et al. The expanding role of aerosols in systemic drug delivery, gene therapy, and vaccination: Discussion. Respir. Care 
50(9), 1174–1176 (2005).

 61. Laube, B. L. Aerosolized medications for gene and peptide therapy. Respir. Care 60(6), 806–821. https:// doi. org/ 10. 4187/ respc are. 
03554 (2015).

 62. Zeltner, T. B., Sweeney, T. D., Skornik, W. A., Feldman, H. A. & Brain, J. D. Retention and clearance of 0.9-micron particles inhaled 
by hamsters during rest or exercise. J. Appl. Physiol. 70(3), 1137–1145. https:// doi. org/ 10. 1152/ jappl. 1991. 70.3. 1137 (1991).

 63. Hofemeier, P. & Sznitman, J. Role of alveolar topology on acinar flows and convective mixing. J. Biomech. Eng. 136(6), 1–10. https:// 
doi. org/ 10. 1115/1. 40273 28 (2014).

 64. Halliday, D., Resnick, R. & Walker, J. Fundamentals of Physics (Wiley, 2013).
 65. Stahlhofen, W., Rudolf, G. & James, A. C. Intercomparison of experimental regional aerosol deposition data. J. Aerosol Med. 2(3), 

285–308. https:// doi. org/ 10. 1089/ jam. 1989.2. 285 (1989).
 66. Koullapis, P., Ollson, B., Kassinos, S. C. & Sznitman, J. Multiscale in silico lung modeling strategies for aerosol inhalation therapy 

and drug delivery. Curr. Opin. Biomed. Eng. 11, 130–136. https:// doi. org/ 10. 1016/j. cobme. 2019. 11. 003 (2019).
 67. Koullapis, P. G., Stylianou, F. S., Sznitman, J., Olsson, B. & Kassinos, S. C. Towards whole-lung simulations of aerosol deposition: 

A model of the deep lung. J. Aerosol Sci. https:// doi. org/ 10. 1016/J. JAERO SCI. 2020. 105541 (2020).
 68. ICRP. Human respiratory tract model for radiological protection. PCRP Publ. 66. ann. ICRP, 24, 1–3 (1994).

Acknowledgements
The authors thank Bar Kalifa, Morane Elbaz, Gal Yanuka and Nitsan Dahan (Technion) as well as Dr. Orna 
Ternyak (Russell Berrie Nanotechnology Institute, Technion) for technical support. This research was supported 
by the Israel Science Foundation (Grant no. 1840/21).

Author contributions
R.B. and J.S. conceptualized the research. R.B. conducted the research and wrote the manuscript. J.S. secured the 
funding and wrote the manuscript. D.M. prepared data and figures. S.B. conducted research and simulations. 
R.F. consulted on the research and edited the manuscript.

Competing interests 
The authors declare having no conflict of interest.

Additional information
Supplementary Information The online version contains supplementary material available at https:// doi. org/ 
10. 1038/ s41598- 023- 49946-w.

Correspondence and requests for materials should be addressed to J.S.

https://doi.org/10.1016/j.resp.2005.03.005
https://doi.org/10.1063/1.5023034
https://doi.org/10.1146/annurev.fl.09.010177.001305
https://doi.org/10.1016/j.jbiomech.2013.08.020
https://doi.org/10.1021/acs.chemrev.1c00621
https://doi.org/10.1039/c9lc01273g
https://doi.org/10.1016/S0021-8502(99)00572-8
https://doi.org/10.3389/fbioe.2020.00091
https://doi.org/10.1038/srep14071
https://doi.org/10.1080/02786829808965540
https://doi.org/10.1016/0004-6981(68)90026-7
https://doi.org/10.1016/j.ejps.2017.09.033
https://doi.org/10.1023/A:1012181818244
https://doi.org/10.1152/JAPPL.1994.76.6.2510
https://doi.org/10.13494/j.npe.20170003
https://doi.org/10.1016/j.jaerosci.2014.09.003
https://doi.org/10.1152/JAPPLPHYSIOL.01549.2011
https://doi.org/10.1152/JAPPLPHYSIOL.00913.2002
https://doi.org/10.1016/J.RESP.2004.10.012
https://doi.org/10.1016/j.jbiomech.2015.11.039
https://doi.org/10.1016/j.jbiomech.2015.11.039
https://doi.org/10.1016/j.addr.2006.07.009
https://doi.org/10.4187/respcare.03554
https://doi.org/10.4187/respcare.03554
https://doi.org/10.1152/jappl.1991.70.3.1137
https://doi.org/10.1115/1.4027328
https://doi.org/10.1115/1.4027328
https://doi.org/10.1089/jam.1989.2.285
https://doi.org/10.1016/j.cobme.2019.11.003
https://doi.org/10.1016/J.JAEROSCI.2020.105541
https://doi.org/10.1038/s41598-023-49946-w
https://doi.org/10.1038/s41598-023-49946-w


14

Vol:.(1234567890)

Scientific Reports |        (2023) 13:23069  | https://doi.org/10.1038/s41598-023-49946-w

www.nature.com/scientificreports/

Reprints and permissions information is available at www.nature.com/reprints.

Publisher’s note Springer Nature remains neutral with regard to jurisdictional claims in published maps and 
institutional affiliations.

Open Access  This article is licensed under a Creative Commons Attribution 4.0 International 
License, which permits use, sharing, adaptation, distribution and reproduction in any medium or 

format, as long as you give appropriate credit to the original author(s) and the source, provide a link to the 
Creative Commons licence, and indicate if changes were made. The images or other third party material in this 
article are included in the article’s Creative Commons licence, unless indicated otherwise in a credit line to the 
material. If material is not included in the article’s Creative Commons licence and your intended use is not 
permitted by statutory regulation or exceeds the permitted use, you will need to obtain permission directly from 
the copyright holder. To view a copy of this licence, visit http:// creat iveco mmons. org/ licen ses/ by/4. 0/.

© The Author(s) 2023

www.nature.com/reprints
http://creativecommons.org/licenses/by/4.0/

	Exploring the role of electrostatic deposition on inhaled aerosols in alveolated microchannels
	Materials and methods
	Alveolated channel design
	Microfabrication
	Conductive layering of the alveolated microchannel
	Aerosol exposure setup
	Computational fluid dynamic (CFD) simulations
	Deposition quantification
	Statistical analysis

	Results and discussion
	Deposition fractions along the alveolated channel
	Septal versus alveolar deposition
	Role of electrostatic charge on local spatial deposition
	Non-dimensional considerations

	Conclusions
	References
	Acknowledgements


