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Abstract

Low aqueous solubility of drug substances is still one major challenge in pharmaceutical
development. A general approach is the reduction of drug particle size to increase dissolution
rate as well as solubility. Spray drying has been proposed as appropriate continuous
manufacturing technique for micronized particles, which means a median diameter of less
than 10 ym.

For the production of sub-micron particles by spray drying small droplets are necessary and
therefore an ultrasonic nebulizer operating at a frequency of 3 MHz and suitable for acetone
is used.

In this study a new apparatus was designed and the process parameters were determined.
The aerosol consists of fine droplets of dissolved drug in acetone and is transported in carbon
dioxide saturated with acetone. After evaporation the acetone vapour is removed by
condensation. The resulting dry drug particles are separated from the carbon dioxide gas
stream by electrostatic precipitation. The product has been analysed with laser diffraction
method. Micronized drug particles were obtained at various process conditions.

The presented technique was found to be appropriate for continuous manufacturing of
micronized particles. The particles have been investigated regarding the particle size and
shape.
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Introduction

The low aqueous solubility of novel drug molecules is one of the main challenges in drug
formulation these days [1]. One approach to overcome this is the reduction of particle size as
it leads according to Nernst and Brunner [2] to an enhanced dissolution rate. It is also known
that a reduced particle size increases the solubility according to Ostwald and Freundlich [3].
Recently, spray drying has been suggested as manufacturing technique for micronized
particles [4-6].

Several techniques have been used for the generation of micronized particles such as
pneumatic two- fluid nozzles [4, 7], electro spraying [8] or ultrasonic atomization [9] with
vibrating mesh technique [10, 11].

Advantages of droplet formation with ultrasonic atomizers are the uniform size distribution, a
high sphericity of the emerging droplets, as well as a low liquid pressure [12].

In order to obtain small particles the generation of small droplets is required. Compared to
conventional spray dryers like the Nano Spray Dryer B-90 by Buechi (Buechi Labortechnik,
Flawil, Switzerland) or the ProCepT (Zelzate, Belgium), where frequencies of up to 140 kHz
are applied [13, 14], the ultrasonic atomizer in this study operates at a particularly high
frequency of 3 MHz.

In this study a custom-made spray drying apparatus operating with carbon dioxide, including
the removal of the organic solvent for continuous particle generation, was designed.
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Appropriate process parameters for the production of micronized particles were determined
and the product was deposited in an electrostatic precipitator. The aim of this study was the
development and characterization of a spray drying process with the new designed aerosol
generator.

Material and Methods

A solution of acetone and an active pharmaceutical ingredient (API) was dispersed with an
ultrasonic atomizer (WHQ 3005/1530-12N, Siansonic Technology, Beijing, China) which is
operating at a particularly high frequency of 3 MHz.

Phenytoin was used as model substance. Due to the high solubility of phenytoin in acetone
(33 g/L) [15] a high throughput was expected.

The fine droplets were transported into the evaporation and the condensation stage with
carbon dioxide as transporting gas. Finally, the dry particles were collected in an electrostatic
precipitator (ESP), which has been described in a previous study [16]. For the operation of an
ESP in combination with organic solvents the application of carbon dioxide becomes
indispensable.

Particle and droplet size distribution was analysed with laser diffraction (Spraytec, Malvern
Panalytical, Malvern, UK). The droplet size was measured at the outlet of the aerosol chamber,
the particle size was measured right after the condensation stage. Mie theory (light scattering)
was used for evaluation, while a 300 mm lens was utilized. The repeated measurements of
10 s were conducted and the average particle and droplet size was calculated.

The 12 inner detectors were disabled due to an interference with the carrier gas. This was
possible since there were no large particles in the aerosol.

The particle morphology of the spray dried particles was assessed with scanning electron
microscopy (SEM). The gas-borne particles were collected on a glass surface after drying
before entering the MESP. The SEM images (H-S4500 FEG, Hitachi, Krefeld, Germany) were
taken at 1 kV without any additional sample preparation.

Results and Discussion

In this study, an aerosol generator for the production of micronized drug particles was
designed and suitable process parameters were determined.

The spray drying apparatus can be divided into different unit operations (see Figure 1).

For material supply, an organic phenytoin solution is fed into an aerosol chamber, where it is
nebulized. The aerosol is transported with a carbon dioxide gas stream into a drying stage.
The drying stage consists of an evaporation and a condensation section. Therefore fine
particles leave the aerosol generator whereby the evaporated organic solvent is removed from
the gas stream. The particles are collected for further processing or investigation in the
separation stage, which is designed as electrostatic precipitator.
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Figure 1: schematic of the experimental set-up

One main part of the investigated apparatus is the aerosol generation in the aerosol chamber
(see Figure 2). It has a volume of about 220 mL, with an inlet for the liquid and gas supply.

The API solution is pumped into the aerosol chamber, where it is nebulized by ultrasonic
atomization. The ultrasonic atomizer is placed at the bottom of the aerosol chamber
(see Figure 2) where it is overflown with the API solution. It was chosen based on its high
excitation frequency of 3 MHz. The droplet size mainly depends on the physico-chemical
properties of the atomized liquid as well as the excitation frequency as below [17]:

1
d, = o.34(i”7‘2’)3 (1)
According to the material properties of acetone [18] a droplet size 1.4 ym can be estimated.
This equation is one approximation to predict the droplet size, but properties like viscosity of
the fluid and liquid flow rate are neglected here. Many effort has been made to predict the
droplet size in ultrasonic atomizers lately [12, 19]. As a rough estimation Lang’s equation
should be regarded as a sufficient prediction here.
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Figure 2: aerosol chamber with ultrasonic atomizer

The API solution is pumped into the aerosol chamber continuously during the nebulizing
process resulting in a constant film thickness above the piezo ceramic. The pump rate
corresponds to the atomizer performance of 5 mL/min. The film thickness is thereby kept
constant at 25 mm, which was found to be the operating optimum.

Based on the concentration of the API solution and the atomizer performance a particle mass
flow of 7.5 g h™' can be expected.

Carbon dioxide is supplied to the process via a tangential inlet of the aerosol chamber. It
serves as both transporting and drying gas. Thereby the gas volume flow can be adjusted to
the requirements of the process and the droplet generation is independent of the gas feed,
compared to pneumatic or pressure nozzles.

The atomized droplets are transported upwards into the drying unit. Because of the tangential
inlet, a vortex emerges so that larger droplets are directed against the wall. These droplets
are led to the ground of the aerosol chamber where they merge with the film above the piezo
ceramic and can once again be atomized.

The gas borne particles are transported upwards through the dip pipe. The slowest gas volume
flow, which results in a vortex, was determined to be 4.9 L min-'. It was set as gas volume
flow throughout the study in order to obtain possibly small particles. Additionally a low volume
flow rate leads to a high residence time of the particles in the separation stage, which
increases the separation efficiency in the electrostatic precipitator.

The evaporation stage consists of a glass pipe of 400 mm length, which is wrapped with a
heating band. The temperature of the heating band is controlled by the gas temperature at the
end of the evaporation stage and is adjusted throughout the process to 80 °C.

The condensation stage consists of an intensive cooling pipe, in order to remove acetone from
the process. Thereby an acetone free gas stream accesses the separation stage.

Droplet and particle size distribution was investigated using laser diffraction analysis. Droplet
sizes were measured at the top of the aerosol chamber, right before the evaporation stage,
while particles were detected after evaporation and condensation of the solvent.

Bimodal droplet and particle size distributions were found (see Figure 3).
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Figure 3: volume distribution of atomized droplets (red circle) of spray dried particles (black square); av s, n=3

The droplets as well as the dry particles show bimodal size distributions. Besides the small
droplets of less than 10 um larger droplets of more than 50 um are seen as well. However the
volume fraction of the desired particles is rather high (80 %), which confirms the concept of
ultrasonic atomization to be appropriate. The droplet mass flow is about 211.7 g/h, which is
rather high with respect to alternative dispersing techniques.

The bimodal size distribution of the droplets can be seen for the particles as well. This is
expected. However, there is a change in size distribution that might be related to different
drying kinetics of small and large droplets. This would change the volume ratio if large particles
are more porous or hollow. A volume fraction of particles of about 60 % is close to the desired
micronized range.

First measurements dealt with evaluation of particle size and shape immediately after aerosol
generation and drying. Scanning Electron Microscope images were taken and a
representative one is given in Figure 4. The rectangular and rhombic particle shape indicates
a crystalline state as described in the literature [20]. The particle size is in the desired
micronized range (see Figure 4) and consistent with the particle size distribution (Figure 3)
considering the difference of number and volume distribution.
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Figure 4: SEM Image of spray dried phenytoin particles

Conclusions

In this study, an experimental setup for spray drying of micronized particles was designed,
built and tested. Thereby a new aerosol generator was implemented using a piezo electric
ceramic optimized for a particularly high resonance frequency. It was possible to produce
micronized drug particles which will be investigated in further studies. Process parameters
were determined and a first characterization of the product was conducted. An effect of carbon
dioxide on the detection quality of laser diffraction was known before. Interferences caused by
local differences in the refraction index or temperature are known disturbances, but can
normally be overcome by disabling the inner detectors of the laser diffraction system.

The expected droplet and particles sizes have been estimated according to the maximum gas
bound diameter.

Acknowledgments
This project was made possible by the funding of European Regional Development Fund
(EFRE).

Nomenclature
db droplet diameter [m]

o surface tension [N m™']

p density of the liquid [kg m™]
f excitation frequency [Hz]
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