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Abstract: Pharmaceutical manufacturing is evolving from traditional batch processes to continuous
ones. The new global competition focused on throughput and quality of drug products is certainly
the driving force behind this transition which, thus, represents the new challenge of pharmaceutical
manufacturing and hence of lyophilization as a downstream operation. In this direction, the present
review deals with the most recent technologies, based on spray freeze-drying, that can achieve this
objective. It provides a comprehensive overview of the physics behind this process and of the most
recent equipment design.
Keywords: spray freeze-drying; freezing; atomization; pharmaceuticals; continuous manufacturing

1. Introduction
The current worldwide problems with the coronavirus pandemic have demonstrated the
fragility of the pharmaceutical supply chain. The implementation of continuous manufacturing
of biopharmaceuticals would offer tremendous benefits, providing a more agile and reliable supply
chain for both existing and new products, that can rapidly address emergencies. Despite having
witnessed the development of continuous technologies for the manufacturing of specific products,
many barriers remain to the formation of an overall strategy [1,2]. For example, the transition from
the consolidated batch technology to a completely new strategy is hindered by the lack of personnel
expertise and training. However, there is a great opportunity in the adoption of continuous platforms
for the new generation of drug products, i.e., biopharmaceuticals [3].
Biopharmaceuticals are large and complex molecules that need to be treated with caution to
maintain their effectiveness. The relatively short shelf-life stability of liquid biomolecular-based drugs,
as well as cold chain storage and transport costs, makes it necessary to remove water by drying.
Even though all drying techniques share a common goal, they are conceptually different and not
always suitable to deal with temperature-sensitive products. Furthermore, although most of the drying
techniques were designed for batch processes, some of them, such as spray freeze-drying (SFD), could
theoretically be adapted to serve the continuous drug production.
SFD is a technique that takes advantage of characteristics of spray drying, which involves the
atomization of a liquid to create smaller particles, and freeze-drying, which has particular value for
drying thermally sensitive materials, to create dry powders in controlled size and enhanced stability.
It has recently been proposed as a way for the production of powders with specific targets, preparing
formulations of BCS Class II drugs to improve their dissolution behavior (e.g., phenytoin, ciclosporin,
danazol, carbamazepine and THC), developing inhalable dry powders for drug substances that do not
fall in the categories mentioned above (e.g., voriconazole), or for some necessary dosage forms (e.g.,
needle-free injection or pulmonary application) [4]. On the other hand, the disadvantages are that fast
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cooling promotes the formation of a large ice–glass interface at which protein denaturation can easily
occur. At the same time, too low cooling rates might indeed result in phase separation. For this reason,
an intermediate cooling rate of about 1 ◦ C/min is recommended [5]. The use of excipients, for instance
sugars that provide stabilization by means of vitrification and water replacement, is often necessary
to prevent or minimize loss of biological activity during processing [6]. A limited number of organic
solvents can be used in SFD, as a high vapor pressure and relatively high melting temperature (or eutectic
temperature when mixtures with water are used) are needed to yield an acceptable processing time. On the
other hand, from an industry point of view, this technology can effectively respond to the new challenge
of pharmaceutical manufacturing; that is, moving from batch to continuous operations in order to meet
the lack of effective manufacturing capacity and plants. From an industrial point of view, even if SFD is
developing slowly, it might become part of the pharmaceutical industry standard. From this perspective,
this work will give a comprehensive review of the current and potential technological applications of
SFD, as well as a general discussion on how some recent advances in computational approaches and
mathematical modelling may enhance the understanding of the processes taking place at scale of the
porous matrix and of the influence of its complex structure [7,8]; the methodologies described in these
recent works are now mature enough to construct reliable computational models for investigating those
pore-scale dynamics which can be difficult to explore with experiments. These insights can be very useful
for the equipment design, e.g., by giving insight into the freezing process and its impact on product
morphology [9], or enhancing professionals in solving practical and technical issues or tackling complex
problems, which are now slowing the development of continuous freeze-drying operations.
The freeze-drying process is constituted by different spatial scales and process steps. Thus, one obstacle
to the reliable industrial exploitation of a fully computational approach is the difficulty in finding a link
between models at different scales of resolution or simply referring to a different portion of the process,
and in ensuring a coherent flow of information between them. This concept of connection between
different temporal and spatial modelling scales is what is usually referred to as model interoperability,
which is the necessary premise for the full exploitation of modelling workflows in the industry [10,11].
The purpose of the current review is, thus, to give a comprehensive discussion of both advantages
and challenges of SFD as a continuous operation, presenting the new opportunities given by the most
recent technologies.
2. Principles of Spray Freeze-Drying
The concept of SFD dates back to the late 1940s, when Benson and Ellis [12] successfully applied the
process to produce protein particles having different values of specific surface area. Their process concept
included the spray freezing of solution into a liquid nitrogen bath, followed by vacuum freeze-drying.
SFD only started to be actively investigated in the 1990s [13], although its application was first demonstrated
in the late 1950s by Meryman, who showed for the first time the possibility of freeze-drying at atmospheric
pressure [14].
The SFD technique is a three-step operation [15]. The feed solution is initially sprayed through an
atomizer, and the atomized droplets are frozen by contact with the low-temperature medium, locking
in the spherical droplet shape. After cryogenic processing, the frozen droplets are transferred into a
freeze-dryer to sublime water [16] and obtain a dried powder. While the physical and morphological
properties of the obtained powder are mainly affected by the first two stages, the final stage relates to
the drying time and the total energy required to dry the product [17]. This technique allows a high
degree of control over the residual moisture content, mass density, and particle size; in fact, it allows easy
manipulation of process parameters such as temperature of the cryogenic liquid, chemical composition
and concentration of the solution, and the choice of the atomizer type [18].
The design and operation of each stage are discussed in the following sections, focusing on the
atomization (type and size of the nozzle, and nominal flow rate), drying conditions, and formulations.
SFD has been increasingly used as a process for pharmaceutical production: the current and proposed
new applications of SFD are listed in Table 1.
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Table 1. Examples of spray freeze-drying techniques reported in the literature for different purposes: the active ingredient and carrier for each application are listed.
Active

Carrier

Application/Purpose

SFD Technique

Main Findings

Reference

Voriconazole

Mannitol

Pulmonary delivery

SFV/L + conventional FD

SFD powder at an equivalent dose of
voriconazole showed improved dissolution
rate and lung deposition in comparison with
liquid voriconazole.

[19]

SFV/L + conventional FD

The use of LHA showed the higher gene
expression of pDNA in the murine lungs.
The optimizing excipients resulted in good
inhalation of porous 10 µm diameter naked
pDNA powder.

[20]

[21]

Naked plasmid DNA (pDNA)

Polyethylenimine (PEI),
hyaluronic acid (LHA)

Adalimumab

Trehalose, amino acids
(leucine, phenylalanine,
glycine, or arginine)

Pulmonary delivery

SFV/L + conventional FD

A combination of leucine or phenylalanine
into adalimumab formulations increased the
aerodynamic performance. Adding amino
acids was found to increase for
long-term stability.

SHetA2

Trehalose

Oral administration

SFV/L + conventional FD

SHetA2-Kolliphor HS 15 complex was
highly porous with a volume diameter of
23.54 ± 0.68 µm, and the apparent maximum
solubility was enhanced in SHetA2 powders.

[22]

SFV/L + conventional FD

Although SFD nanoparticles were
aggregated, their disaggregation was better
than the spray dried ones of the same
composition reported in the literature.
The initial nanodispersion pH was also
found to be highly effective in
the re-dispersion.

[23]

SFV/L + conventional FD

Formulations prepared via spray
freeze-drying and spray drying showed
significant differences in the aerosol
performance: spray dried small and dense
particles compared to spray freeze-dried
large and low-density particles. Multiple
linear regression analysis was used to
understand the relationship between
powder properties, device dispersion
mechanism, and aerosol performance.

[24]

Naproxen

Lysozyme

Lactose

Sucrose, mannitol

Pulmonary gene therapy

Drug solubility

Pulmonary delivery
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Table 1. Cont.
Active

Carrier

Small interfering RNA
(siRNA)

Polyethyleneimine (PEI)

Immunoglobulin G (IgG)

Trehalose, amino acids
(leucine, phenylalanine,
arginine, cysteine,
and glycine)

Raloxifene hydrochloride
(RH)

Application/Purpose

Mannitol

Lysozyme

Mannitol, sucrose,
histidine

Main Findings

Reference

SFV/L + conventional FD

SFD produced siRNA/PEI powder with high
aerosol performance, and the potential for
using the pulmonary delivery of the powder
was demonstrated by specific and
dose-dependent gene silencing activity
against tumors in the lungs of mice.

[25]

Protein stability

SFV/L + conventional FD

The formulation results showed that the
trehalose, combined with phenylalanine,
gave better stabilization to IgG against shear,
freezing, and dehydration stresses
during SFD.

[26]

Drug solubility

SFV/L + conventional FD

The powder prepared using SFD exhibited
good solubility and dissolution without
affecting the chemical structure of RH.

[27]

SFV/L + conventional FD

It was observed that the atomization gas
flow rate had a significant effect on aerosol
properties, whereas liquid feed rate had a
small effect, and increased gas flow rate
provided better aerosol performance due to
a reduction in particle size.

[28]

SFV/L + conventional FD

Systematic rapid screening methods were
developed for rapid formulations of
powders to achieve desired aerosol
performance and long-term stability.

[6]

[29]

[30]

Pulmonary gene therapy

Polyvinylpyrrolidone,
hydroxypropyl-β-cyclodextrin

Small interfering RNA
(siRNA)

SFD Technique

Pulmonary delivery

Pulmonary delivery

Azithromycin

Polyvinyl alcohol

Drug solubility

SFV/L + conventional FD

The use of polymer resulted in increased
solubility and dissolution of azithromycin
more than pure drugs obtained by the
SFD technique.

Clarithromycin

Mannitol, sucrose

Pulmonary delivery

SFV/L + conventional FD

SFD produced porous particles and
improved the aerosolization efficiency of
liposomal dry powders.

Processes 2020, 8, 709

5 of 27

Table 1. Cont.
Active

Carrier

Application/Purpose

SFD Technique

Main Findings

Reference

Lysozyme

Bovine serum albumin,
maltodextrin
polyvinylpyrrolidone,
mannitol

Formulation development

SFV/L + conventional FD

Demonstrated that SFD allowed obtaining
spherical, porous, and free-flowing particles
for various therapeutic applications.

[31]

Budesonide

Mannitol, cyclodextrin,
leucine

Inhalation therapy

SFV/L + conventional FD

Demonstrated that the formulation strategies
using excipients resulted in a different
aerosol performance of powder.

[32]

SFV/L + conventional FD

The presence of inulin or a combination of
dextran and trehalose in an HBsAg
formulation gave more stable product than
the existing GlaxoSmithKline product
containing aluminum hydroxide

[33]

SFL + conventional FD

After optimizing the SFD procedure for the
use of kanamycin drug, porous powders
with good aerodynamic properties with a
diameter of 13.5 µm were obtained.

[34]

SFL, SFV/L + conventional FD

Although similar powder surface areas were
obtained in both cases, the SFL technique
resulted in higher enzyme activities
than SFD.

[35]

SFV + conventional FD

Free-flowing and porous powders with good
aerodynamic properties were obtained by
the combination of spray freezing step and
fluidization conveying of powder using
co-current flow.

[36]

SFL + conventional FD

A comparison of produced particles by
SFV/L and SFL showed that denaturation
and aggregation of protein were reduced in
SFL relative to SFD.

[37]

Hepatitis B vaccine

Kanamycin

Lactate dehydrogenase

Bovine serum albumin

Bovine serum albumin

Dextran, trehalose, inulin

-

Trehalose

Trehalose

Trehalose

Drug stability

Pulmonary delivery

Protein stability

Powder processing

Drug stability
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Table 1. Cont.
Active

Carrier

Application/Purpose

SFD Technique

Main Findings

Reference

Albuterol sulfate

Polyethylene glycol

Drug delivery

SFL + conventional FD

Spherical particle shape of median diameter
ranging from 25 µm to 600 µm obtained by
varying the processing parameters.

[38]

Carbamazepine

Poloxamer 407,
polyvinylpyrrolidone K15

Drug solubility

SFL + conventional FD

The use of the acetonitrile system in the SFL
technique was found to be more effective in
enhancing particle dissolution rate.

[39]

Danazol,
hydroxypropyl-β-cyclodextrin

Cyclodextrin

Drug solubility

SFL + conventional FD

Flowable microencapsulated powders
having high surface area and better
dissolution profiles were obtained.

[40]

* SFV/L: Spray freezing into vapor over liquid, SFL: Spray freezing into liquid, FD: Freeze-drying.
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3. Atomization Techniques
Atomization is the first and critical step that breaks up the feed solution into individual droplets
via an atomizer, strongly affecting the drying rate and final particle size distribution [41,42]. Since the
freezing and freeze-drying steps do not significantly change the size of the final product, the droplet
size distribution obtained during the spraying process determines the particle size of the final product.
The density of the final particles is therefore largely determined by the concentration of feed solution.
This is particularly important for the aerodynamic behavior of the particles when used for pulmonary
delivery by inhalation where an aerodynamic particle size of 1–5 µm is required [25]. For spherical
particles, while the aerodynamic diameter of a particle is directly proportional to the geometric size of
the particle, it is inversely proportional to the density of the particle [43]. The flexibility in manipulating
droplet size, and thus the particle size and surface morphology of the dried powder, is one of the
benefits of SFD [44]. However, various atomization factors, including atomization conditions, feed
concentration, flow rate and surface tension, should be considered in order to achieve the desired final
powder formation [42].
The choice of the atomizer is critical in achieving the specific process and economic objectives,
while achieving the desired particle characteristics. The effect of atomization variables on particle
size and stability of dried bovine serum albumin (BSA) produced by spray freezing into vapor over
liquid (SFV/L) was investigated by Costantino et al. [45]; during atomization, the increased mass
flow rate, defined as the ratio of atomization gas to liquid feeding, was found to decrease the final
size of the powder. In fact, it was proven that powders made of smaller particles were obtained by
decreasing the liquid feed flow rate and increasing the atomization of nitrogen flow rate (or nitrogen
atomization pressure).
Heldman and Hohner [46] showed that the reduction in the particle size reduces the drying time.
Small droplets provide more homogenous freezing and increase both freezing and drying rates due
to their high surface area. The freezing and freeze-drying times depend on the square of the sample
thickness, thus reducing the size of the material results in shortening the time required by both steps.
By spraying, microsphere powders can be obtained which can flow smoothly and freely after drying.
Besides, the smooth spherical and porous structure of the particles increases the rehydration capacity
of the powder product [47].
The atomization can be performed using different types of nozzles, the most employed are
summarized below.
Hydraulic (Pressure) nozzles: Sprays are generated by forcing the fluid through an orifice.
The required energy is provided by converting the pressure into kinetic energy, and the droplet
size varies as a function of the feed rate and viscosity, and the spraying pressure.
Pneumatic nozzles: The atomization energy is provided by a compressed gas flow (usually air)
that interacts with the liquid and produces a shear field that results in a wide range of droplet sizes.
These devices are also known as multi-fluid nozzles. Two-fluid nozzles, where the liquid feed and
the compressed gas are fed into the nozzle, are the most popular configuration for pharmaceutical
applications. There are also configurations that allow the feeding of two independent feeds. If such
a configuration has one gas channel, it is called three-fluid, if it has two gas passages, it is called
four-fluid nozzle [48].
Ultrasonic nozzles: The liquid is broken into fine droplets when a high-frequency electrical signal
is converted into mechanical energy and transferred into the liquid. Typically, ultrasonic nozzles
consist of two piezoelectric transducers that receive electrical input placed between two electrodes.
This causes simultaneous mechanical expansion and contraction of the transducers, resulting in
ultrasonic vibrations sent to the nozzle tip in order to atomize the feed. The droplet size depends on
the operating frequency and feed flow rate. The use of such a device allows advanced control over
the particle size and provides a narrow droplet size distribution; however, it is only employable for
low-viscosity fluids [48,49].
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Monodisperse droplet-stream generations: The generation of monodisperse droplets is regulated using
thermal ink-jet print-heads or piezoelectric droplet-stream generators. In thermal ink-jet print-heads,
tiny resistors create heat that evaporates a small quantity of the ink to create a droplet and forces it out of
the nozzle [50]. Although the use of these devices resulted in porous and uniformly sized powders for
pulmonary delivery with a relatively heat-resistant active pharmaceutical ingredients [51,52], they may
damage thermo-sensitive components. The main principle of piezoelectric droplet-stream generators
is based on Rayleigh disintegration of a liquid jet exiting from the orifice of a capillary with the use of a
mechanical vibration obtained by a piezoceramic oscillator [53,54].
These methods are broadly categorized atomization techniques being currently investigated;
an in-depth description of the spray production according to the different nozzle types is given in [55].
Comparison of Atomizers
The advantages and disadvantages of the various atomizers used in SFD are listed in Table 2.
Hydraulic nozzles may be problematic for the operation of highly viscous feeds, which can cause
very rapid wear of the nozzle. Then, it must be further considered that the particle size depends
on the viscosity. In a study conducted using an hydraulic nozzle, particles with diameters smaller
than 100 µm could easily be obtained by using low viscosity feed solutions (1.65–3.85 cP), but similar
particle sizes could not be achieved in the case of viscosity higher than 10 cP [38]. The only parameter
that can be changed or adjusted in hydraulic nozzles is the feed rate, and this limits the control of the
properties of the obtained particles [48].
Table 2. Lists of different types of atomizers used in SFD.
Atomizers

Droplet Size (µm)

Advantages

Limitations

120–250

Product powder with
higher density with
excellent flow properties.
Depending on the
desired final product,
it produces particles of a
relatively large size

Sprayed particles are
mostly less
homogeneous.
Corrosion-prone device

Pneumatic
(Two/Four-fluid)

5–100

Suitable to handle highly
viscous solutions. Better
control over particle size
than in the
hydraulic nozzle

High consumption of
compressed gas which
increases the operational
cost. The temperature
gradient caused by gas
affects the freezing time
of particles

Ultrasonic

Wider droplet
distribution

More uniform droplet
sizes; range of possible
variation of particle size

Only relevant for
low viscosity
Newtonian fluids

Piezoelectric
droplet-stream generator

Wider droplet
distribution

Precise control of the
particle parameters and
size distribution

Droplet coalescence.
Adverse effect of harsh
operating conditions on
biomacromolecules

Hydraulic (Pressure)

In two-fluid nozzles, the atomizing gas flow rate and the liquid feed rate are the most important
factors affecting the final particle size [56,57]. As already said, an increase in the atomization gas flow
rate reduces the particle size, and the effect is expected to be more relevant when the liquid is moving
at lower velocity [45]. Al-Hakim et al. [58] concluded that the spray freezing process with hydraulic
and two-fluid nozzle results in different droplet sizes (a typical (d10 ) value of 12 µm for two-fluid and
50 µm for hydraulic nozzle were measured); besides, the necessity of a significant amount of gas into
the pneumatic nozzle may affect spray freezing. It is important to note that droplet size measurements
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were performed at different feed flow rates of 0.53 cm3 s−1 and 12.5 cm3 s−1 for the tip of the two-fluid
and hydraulic nozzles, respectively. The two-fluid nozzles have only one liquid supply line, so it is
necessary to find a common solvent for the active pharmaceutical component and the carrier to ensure
that both are dissolved; this could sometimes be challenging.
It may be preferable using four-fluid nozzles that have two liquid passages; various authors
showed that polymeric particles with prolonged or controlled release could successfully be produced
by using them [48,59–61]. It allows the production of particles within a significantly narrower size
distribution than the two-flow nozzle [62]. Three-fluid nozzles, with two independent liquid and one
gas passages, are also available, and used in spray drying, but are not documented for SFD application
in the knowledge of the authors.
Although most of the published work has been conducted using hydraulic or pneumatic nozzles,
ultrasonic nozzles have recently gained a great deal of popularity. Studies in which the SFD process is
carried out utilizing ultrasonic nozzles have reported that this atomization technique has the advantage
of producing droplets with a relatively uniform and narrow size distribution, resulting in a homogeneous
size distribution of the powder produced. The control of the ultrasonic nozzle frequency provides an
effective mean of control over particle size [44,47,63–66]. Moreover, atomization without additional
airflow allows capturing the drops efficiently in a cryogenic liquid. However, using an ultrasonic
nozzle also presents some disadvantages: the higher intensity of vibrational energy required for
atomization or the recirculation of feed solution may heat the solution, which can cause deterioration of
heat-labile drugs and only low viscosity liquids may be employed. For example, Leung et al. [67] noted
that the loss of phage titer after the ultrasonic nozzle spraying was approximately 2 log, while it was
approximately 0.75 log with the two-fluid nozzle, for the production of a Pseudomonas podoviridae phage.
A common focus of spray processes is to obtain narrow particle size distributions that are
important in pharmaceutical processes for achieving homogeneous drying. Therefore, it is considered
very promising that the piezoelectric droplet generator produces almost monodisperse droplets; in fact,
it has been used to generate nearly monodisperse droplet with diameters in the range of 231 ± 3 µm and
310 ± 10 µm [31]. On the other hand, it has been evidenced that the final particle size may be strongly
affected by droplet collision and merging occurring in the spray plume, and thus measures should
be taken to reduce collision-related product changes which lead to loss of particle size uniformity
and uncontrolled enlargement of the droplet diameter (increases up to three times the original
diameter reported in [53]). Wanning et al. [68] proposed jet-vortex freezing of the droplet-stream,
in other words, aerodynamic droplet-stream expansion, for the stabilization of droplet sizes and
prevention of droplet collisions. This system injects a droplet stream into a vortex of cold gas created
by two tangentially positioned gas-jet nozzles inside a swirl tube, speeds up droplets horizontally
and reduces their temperature below the freezing point. The authors highlighted the importance
of the position of droplet-stream generator, temperature and velocity of the cold gas vortex on the
droplet sizes and collisions of the resulting powders. It is also noted that tightly spaced droplets
in fast-moving streams may collide and coalesce before they are frozen, which results in the loss of
mono-dispersity. The resulting heterogeneity can be reduced by quick cooling since the temperature
of gaseous environment affects both the nucleation rate and the freezing rate of micro-droplets [69].
Another study showed that reducing the horizontal distance between the droplet stream generator
orifice and the gas-jet nozzle and increasing the volumetric gas flow rates successfully reduce droplet
collisions and the mean particle size from 160 to 50 µm [4]. The proof-of-concept study at laboratory
scale also described the use of jet-vortex freezing of droplet-stream for a continuous atmospheric
freeze-drying system by simulating the process parameters [70].
4. Spray Freezing Techniques
In SFD, the quench into a cryogen provides rapid freezing and thus mitigates the undesirable
effects of large ice crystals, pH shift, and phase separation of drug and excipients. Among the
different types of cryogens, e.g., liquid argon, propane, pentane, carbon dioxide, the ones most used
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are liquid and gas nitrogen. The reasons for this can be found in its relative inertness, density and
viscosity, which vary considerably with pressure and temperature, and its desirable low boiling point
(−196 ◦ C) [35,38,71,72].
Freezing takes place very quickly as a consequence of the very low temperature of the cryogenic
medium and the increased surface area of the droplets formed during the spraying phase. Thanks to
their microscopic dimensions and high specific surface areas, thermal equilibrium between the droplet
and the environment is quickly reached. This situation allows for accomplishing nucleation and
freezing of the droplets in a span of milliseconds or seconds [58]. Rapid freezing prevents the
damaging effects of phase separation on biomolecular structure by preventing, or at least minimizing,
crystallization of excipients and also minimizing solutes partitioning and pH change [73–75]. Figure 1
depicts2020,
possible
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compared to that obtained by slow freezing. The diameter of the SFL particles was estimated to be
approximately 7 μm. The specific surface area of the SFL particles (113.50 m2/g) was significantly
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that obtained by slow freezing. The diameter of the SFL particles was estimated to be approximately
7 µm. The specific surface area of the SFL particles (113.50 m2 /g) was significantly larger than that
obtained by slow freezing (0.17 m2 /g). Due to its high surface area, SFL danazol particles exhibited
the best dissolution profiles. In another SFL investigation of danazol formulations containing
danazol/polyvinylpyrrolidone (PVP) K-15, danazol/PVP K-15/poloxamer 407, and danazol/PVP
K-15/sodium lauryl sulphate, the surface area of the micronized powders was found to be 79.9 m2 /g,
30.0 m2 /g, and 48.0 m2 /g, respectively. Although these powders have different specific surface areas,
each of them exhibited enhanced dissolution rates compared to the micronized crystalline danazol [81].
4.3. Spray Freezing into Vapor over Liquid (SFV/L)
The method most employed for spray freezing (Figure 2-left) in pharmaceutical applications
is defined as the atomization of a feed solution into a cryogenic vapor over liquid. In the process,
the droplet sprayed from a nozzle positioned at a distance above the boiling cryogenic liquid that is
stirred or not stirred begins to freeze slowly while falling down through the cold vapor phase before it
comes into contact with the cryogen [82]. When they pass through the cold vapor phase, the droplets
begin to freeze and become completely frozen as contact is made with the liquid cryogen. Finally,
the suspended frozen particles are captured by sieving, or by letting the cryogen evaporate and then
transferring them to a freeze-dryer to obtain a dry powder [6].
Yu et al. [83] used SFV/L and SFL to produce lysozyme powders in order to investigate the
morphology and stability of powders. The specific surface area of the SFV/L and SFL samples ranged
between 25 and 90 m2 /g, and was slightly smaller in SFL particles compared to the particles produced
by SFV/L. The particle morphology and particle size observed (via SEM imaging) for SFV/L and SFL
indicated similar results and particles varied between 100–300 nm size depending on the formulation.
In another research, the particle size distribution for seven types of hydrophobic amino acid (L-alanine,
glycine, L-isoleucine, L-leucine, L-phenylalanine, L-tryptophan, or L-valine) obtained by SFV/L, varied
again with formulation, but the particle diameters ranged between 5 to 10 µm [84].
5. Freeze-Drying Techniques
Freeze-drying (FD) is performed as the final step of SFD after the completion of spray freezing.
The resulting frozen suspension is collected, and the residual cryogen properly removed. Subsequently,
the frozen powder is transferred to pre-chilled shelves or directly filled into pre-cooled standard
freeze-drying vials using a pre-cooled plastic spoon and tongs or a separating funnel type bowl,
introduced by Gieseler in 2004 [85,86].
5.1. Vacuum Freeze-Drying
Vacuum freeze-drying, also known as conventional freeze-drying, which is the most widely used
technique, applies vacuum during the drying process to remove the solvent [87]. Primary drying
removes the water from formulations by sublimation of ice, and then secondary drying removes the
unfrozen bound water [50]. Any type of freeze-dryer from conventional chamber, to rotary, tunnel,
or fluid bed can be selected with a suitable condition for performing vacuum freeze-drying.
When frozen particles are packed in a tray, freeze-drying can be carried out in a vacuum chamber;
in this manner, the sublimation energy is provided by conduction from the lower heating plate and/or
by radiation from a radiating shelf. Yeom and Song [17] studied the SFD process both experimentally
and numerically by spraying liquid droplets and packing them into the tray as frozen particles.
They investigated the effects of product height, heating plate features and wall temperature on drying
time. It was found that the drying time decreased as the product height decreased. Furthermore,
the drying time exponentially decreased as the temperature of the heating plate increased and slightly
decreased as the upper wall temperature increased.
Capozzi et al. [88] proposed a new concept, the continuous freeze-drying/lyophilization of
suspended vials, as a response to the current trend in the pharmaceutical industry. A functional
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version of the continuous plant was created to examine the heat transfer process during freezing
and primary drying as well as its impact on product quality. With this configuration, the primary
drying time was found approximately 3−4 times shorter than that observed for the batch lyophilizer,
resulting in a final product with properties similar to those traditionally obtained by batch processing.
SEM micrographs of lyophilized samples with suspended vial freezing showed that this technology
yielded a final product with a more uniform pore structure and characterized by larger pores with
respect to the one obtained with conventional freezing. Furthermore, this process concept is potentially
suitable for particle-based materials and, hence, compatible with spray freezing technology.
Bruttini and Liapis [89] suggested that the use of a layered packed bed structure where the
smallest particles are at the bottom in contact with heating plate while the largest particles are placed
on the upper part of the bed in the SFD process may result in higher average total heat and mass
transfer rates than those obtained by using a single packed bed with the same particle size and, thus,
may speed up both primary and secondary drying. In another study, the impact of using inert particles
on drying time was investigated by Zhang et al. [18] to reduce the poor heat transfer through the large
particle-to-particle voids within a packed bed. The liquid feed was directly atomized on the surface of
cold particles to ensure better thermal conductivity during FD and to prevent agglomeration during
SFD. The aim was to investigate the possibility of using inert particles as both thermal conductors
and material dispersion carriers. It was found that the drying time decreased with the increase in
stainless-steel inert particles diameter from 1 to 5 mm. With 5-mm stainless steel inert particles,
the average drying time was found about to be 37% shorter than that observed for the SFD process
without inert particles. These results confirm that the packed bed thermal conductivity play a key role
in the definition of the SFD rate, even if the process configuration proposed in [18] is not compatible
with the pharmaceutical manufacturing requirements.
Langford et al. [90] showed that a rotary freeze-dryer can effectively be used to carry out the
SFD of a complex biological material. This study was carried out at both laboratory and commercial
scales, using a rotary dryer commercialized by Meridion Technologies. They have reported that this
technology can produce lyophilized products having very low residual moisture (below 1%). It should
be noted that biopharmaceuticals may become “overdried”. At residual moisture levels below 1 wt-%,
stability of biopharmaceuticals can be compromised [91]. The disadvantage here is that the yield is
reduced due to the very light particles leaving the drum trapped in the high steam flow.
Tunnel vacuum freeze-drying is a convenient alternative to reduce drying time and product loss.
In this concept heat is supplied to the product by infrared and microwave radiation. The frozen product,
loaded in trays placed in an automatic airlock, goes through a long cylinder chamber designed to operate
under vacuum. Although the continuous freeze-drying tunnels are manufactured by GEA, ALD, Bucher,
Devex, SSP, SPX, and Cuddon for food products, it is still challenging its application to pharmaceutical
products, because of the stringent aseptic requirements of pharmaceutical manufacturing.
5.2. Atmospheric and Sub-Atmospheric Freeze-Drying
Conventional freeze-drying takes place under vacuum, and this is one of the most critical factors
increasing the cost of the drying process. It is thermodynamically possible to carry out the freeze-drying
at atmospheric pressure, reducing the process energy consumptions, if the partial pressure of water
is kept below the ice vapor pressure [13]. The applicability of atmospheric freeze-drying was first
proposed by Meryman [14] using a circulating cold and dry air stream; it was demonstrated that the
drying rate is a function of the ice temperature as well as of the vapor pressure gradient between the
material and the bulk of the drying medium (cold gas).
In a different study [92], it was emphasized that the atmospheric freeze-drying process had a
very long holding time due to internal resistance to mass transfer, and the controlling parameter was
molecular diffusion of steam through the porous product structure. Similarly, in another work, it has
been reported that the effectiveness of the drying process may vary depending on the pore structure of
the material, the specific outer surface area, and the flow rate of the cold gas [47].
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Sebastiao et al. [93] presented a numerical model calibrated with experimental data to investigate
drying dynamics for single droplets sprayed into the chamber, then freeze-dried at atmospheric
pressure. The model considers droplet freezing, heat transfer within the chamber, and powder drying.
The results reveal that less than 100 ms are required to freeze spray droplets, and the gas temperature
in the chamber and the total time required to achieve a predefined powder moisture content can
be estimated.
Although it is thought that the atmospheric freeze-drying technique can easily be applied to
continuous processes as it eliminates interlock systems required for vacuum [77], large amounts of cold
and dry gas (usually <–30 ◦ C, as the product must remain below the collapse temperature), should
be circulated at high velocity for a relatively long time. This situation adversely affects the economic
aspects of this manufacturing approach.
The uniform heat transfer to the drying product eliminates the risk of particle melting and collapse,
allowing for faster drying. In this respect, fluidized bed systems in which the contact of particles with
dry and cold airflow and the heat-mass transfer rate is increased can also be used for freeze-drying,
either under atmospheric or sub-atmospheric conditions [94,95].
The use of a fluidized bed with the integration of spray freezing was initially proposed by
Leuenberger [16] to freeze-dry liquid pharmaceutical products using an upward flowing cold desiccated
gas. In this system, the velocity of the circulated gas exceeds the terminal velocity of the frozen particles.
It quickly transports them to the filter system so that at the end of drying, most of the dried particles
are recovered from the surface of a subsequent filter. Another problem encountered is that strong
adhesion forces among the particles cause them to adhere to the system walls, which reduces product
yield and may increase contamination of the particles. As a solution to these problems, Wang et al. [36]
proposed a system by adding air outlets to the wall, thereby reducing the build-up of particles on the
sidewall and increasing the efficiency of the system.
Sub-atmospheric conditions can also be implemented by applying low vacuum conditions to reduce
the large amount of dry gas required by atmospheric freeze-drying. Anandharamakrishnan et al. [94]
analyzed the consumption of dry gas for a pilot-scale spray freeze-dryer based on a fluidized bed
dryer and working at sub-atmospheric pressure (0.1 bar absolute) in the case of SFD of whey protein.
The authors found that a tenfold reduction in pressure reduces the consumption of dry gas by the same
factor. It is stated that since the density of the gas is also lower at reduced pressure, particles elutriation
from the bed (a phenomenon observed at atmospheric pressure) can be prevented with a sufficiently
low pressure, as a consequence of the decrease in inert (non-viscous) drag forces on the particles.
6. Developments of a Continuous Approach in Freeze-Drying
SFD can improve process efficiency and product quality, as a result of increased heat and mass
transfer during the drying step thanks to the larger surface area of the frozen particles. Upscaling the
SFD process to a commercial scale is likely to be complicated due to the limitations of different
factors at each step. The proper design of new technology for continuous manufacturing seems to
be a possible solution to meet the changing dynamics of the industry coupled with some practical
scale-up considerations.
In the context of upscaling, the numerous spray freezing and freeze-drying methods described
above are batch processes, which may be challenging to adapt and implement for continuous
manufacturing. In the next section, we will focus on some recent concepts for continuous SFD which
can potentially be implemented in a pharmaceutical manufacturing infrastructure, and present practical
considerations for a successful SFD scale-up.
6.1. Rey’s Concept
In the process suggested by Rey (Figure 3), the frozen spherical material is placed on the heated
conveyors and transported along a vacuum chamber. In this configuration, in order to obtain the frozen
material, since there is no atomization, the feed liquid can be formed by dropping and subsequently
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frozen in counter-current cold air stream. The energy for sublimation is supplied by electrical heaters
mounted onto the top of the drying chamber. After the drying process is completed, the dried powder
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design of dynamic freeze-drying process with continuous removal of dried particle fraction.
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6.4. Stirred Freeze-Drying
Another technique, which in principle allows continuous freeze-drying, is named Active Freeze
Drying (Figure 6). In the concept by Hosokawa Micron, the material is first frozen through a freezing
medium and/or controlled cooling, and then freeze-dried in a jacketed and conical vacuum dryer,
Vrieco-Nauta, under stirred conditions at low temperature and pressure. The heat required for
sublimation is supplied from the jacketed walls and distributed by a stirrer which also helps to carry
the dried material to the integrated filter system. When the vacuum is broken, the resulting loose and
free-flowing product is poured directly into a sterilized container, which allows an aseptic and sterile
operation. The main advantage of operating the process under stirred conditions is that the heat is
better distributed than in conventional tray-type lyophilizers, resulting in shorter and homogeneous
drying. In addition, continuous mixing ensures that the particle size of the final product is extremely
fine without an additional crushing stage. In the case of spray frozen particles, the mixing system
should be redesigned to avoid crushing. This technique proposes continuous production of dry
particles by collecting them in a filter alongside the actual dryer [98].
Figure 5. Schematic design of the fine-spray freeze-drying system.

the spraying process is finished, and the self-freezing frozen particles are gathered on the
heating/cooling belt in the chamber, the belt is heated to obtain the dry sample. The fully closed
design for the sterile formulation was established by the agreement between ULVAC Technologies
and Azbil Telstar Technologies as a combination of a mass-production system and the fine-spray
freeze-drying
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stated that it is possible to control droplet formation for a wide variety of product formulations with
selected nozzle and process parameters. After spraying, the frozen particles are continuously loaded
into a heated and inclined conveyor in the drying chamber. During drying, continuous motion of
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SFD method. The formulated powders were stored at 40 °C and 75% RH for two months. The powder
showed the best stability in the presence of phenylalanine during the SFD process and after storage.
Trehalose, leucine, phenylalanine, and glycine during the SFD procedure resulted to be good
stabilizers for IgG, while arginine caused the aggregation of IgG.
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SFD method. The formulated powders were stored at 40 ◦ C and 75% RH for two months. The powder
showed the best stability in the presence of phenylalanine during the SFD process and after storage.
Trehalose, leucine, phenylalanine, and glycine during the SFD procedure resulted to be good stabilizers
for IgG, while arginine caused the aggregation of IgG.
SFD can also be used for dissolution-enhanced formulation strategies. Wei et al. [82] suggested a
combination of homogenization and the spray freeze-drying technique to produce poorly soluble and
temperature-sensitive diterpenoid lactone drug nanocrystals with improved dissolution using low
viscosity hydroxypropyl cellulose (HPC) as a matrix carrier. They reported that higher ratios of HPC
(1:2 and 1:1) possessed excellent dispersibility, and it can be an effective stabilizer for agglomeration
during storage due to the immobilization of drug nanocrystals in its cage-like structure.
The SFD method is widely employed for the preparation of dry powder in biopharmaceutics for the
delivery of aerosolized particles. Parsian et al. [32] examined the effect of hydroxypropyl-β-cyclodextrin
(HPbCD) and/or L-leucine excipients on the aerodynamic behavior of budesonide powders in a
mannitol-based matrix. Micronized porous particles containing both L-leucine and HPbCD showed
improved aerosolization behavior. Ogienko et al. [101] also concluded that the use of zwitterionic glycine
(carrier) prior to SFD in the formulation of salbutamol and budesonide (active drug) powders, in cases
where the mixed solvent can form clathrate hydrates on freezing, enhances aerosol performance and
improves air-flow properties. Okuda et al. [25] prepared RNA (siRNA) inhalation powder containing
polyethyleneimine (PEI) using SFD. The powder was characterized for its aerosol performance
and showed a porous structure with high aerosol performance with a spherical morphology of
approximately 10 µm in diameter. In addition, in vivo studies against tumors metastasized in the
lungs of mice showed specific and robust gene silencing activity at a low dosage of 3 µg siRNA per
mouse, which did not cause serious injury to the lungs.
SFD can also be considered as an alternative method for microencapsulation with improved
bioavailability. Parthasarathi and Anandharamakrishnan [102] suggested an SFD technique to produce
Vitamin E microcapsules with highly porous internal structures and excellent dissolution behavior,
much better than those produced by spray drying and freeze-drying. In vivo oral bioavailability
studies supported this conclusion. In the same study, the moisture content of the powders obtained
by SD, FD, and SFD was 7.16, 6.99, and 5.41%, respectively. Semyonov et al. [103] investigated
the viability of Lactobacillus paracasei microcapsules produced by SFD and FD. When SFD and FD
were compared, the FD process showed a slightly higher cell survival; however, they noted that this
technique requires a secondary particle size reduction process, which would significantly reduce
viability. It was also shown that the spraying stage did not affect the survival of the cells, and SFD
was a successful method to generate dry Lactobacillus paracasei microcapsules with high viability
(>60%). On the other hand, another study reported that the survival rate of Lactobacillus casei in the
final SFD probiotic powder, obtained by spraying the probiotic solution containing glucose, sucrose,
and mannose, and measured using plate agar counting was found to be 97.7% [104]. Similarly, another
comparison of three different techniques; spray drying, FD, and SFD in terms of thermal stability was
conducted by Isleroglu and Turker [105], regarding microencapsulation of microbial transglutaminase
(mTG) using a mixture of inulin and arabic gum as coating materials. When the specific surface
area and thermal stability of the samples were established, SFD microencapsulated mTG showed the
highest thermal stability. Furthermore, those microcapsules with porous internal structure showed
better dissolution characteristics and in vivo bioavailability.
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Table 3. Combination of applied steps of SFD processes.
Spray Freezing

Freeze-Drying

Atomizer

Active Candidate

Reference

SFV/L

Conventional FD

Hydraulic (PEEK)

Lysozyme
Salmeterol
Acetaminophen
Anti-IgE antibody
Azithromycin
Baicalein
Bovine serum albumin
Ciprofloxacin
∆-9-Tetrahydrocannabinol
Docosahexaenoic acid
Hepatitis B vaccine
Immunoglobulin G
Influenza subunit vaccine
Lipid-polymer particles
Lysozyme
Naked plasmid DNA
Ovalbumin
Plasmid DNA
Polymeric substances
Raloxifene hydrochloride
Salmon calcitonin
SHetA2
Small interfering RNA
Thermally sensitive drugs
Tolbutamide
Vitamin E microcapsules
Whole inactivated virus
Ciclosporine A
Phenytoin
Adalimumab
Anti-IgE antibody
Clarithromycin
Darbepoetin alfa
Influenza vaccine
Insulin
Mannitol, lysozyme, bovine serum
albumin
mTG microencapsulated
Naproxen
Recombinant human growth hormone
Small interfering RNA
Trypsinogen
Voriconazole
Salbutamol sulphate
Albuterol sulfate
Bovine serum albumin
Carbamazepine
Danazol
Bovine serum albumin
Kanamycin
Lactobacillus paracasei
Whey protein
Whey protein
Bovine serum albumin,
polyvinylpyrrolidone, dextran

[83]
[106]
[107]
[108]
[29]
[109]
[45]
[110]
[111]
[112]
[33]
[113]
[114]
[115]
[24]
[20]
[17]
[116,117]
[118]
[27]
[119]
[22]
[25]
[120]
[59]
[102]
[121]
[61,122]
[60]
[21]
[108]
[30]
[123,124]
[64]
[44]

Two-fluid

Four-fluid
Ultrasonic

SFL

Conventional FD

Print cartridge
Hydraulic (PEEK)

Two-fluid

SFV

Conventional FD

Hydraulic
Two-fluid
Drop jet

Sub-atmospheric
fluidized bed FD
Atmospheric FD

Hydraulic

Whey protein

Two-fluid

Bovine serum albumin
Low water-soluble drugs

[65]
[107]
[23]
[125]
[28]
[126]
[19]
[51]
[38]
[35,37]
[39,127]
[45]
[34]
[103]
[58]
[58]
[31]
[58,94]
[36]
[16]
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8. Conclusions
The SFD process has attracted a keen interest as a potential continuous technology for
pharmaceutical manufacturing. However, most of the SFD technologies have been designed to
operate in batch mode and their application in a real industrial environment is critical due to the strict
requirements of sterility and accurate dosage of pharmaceutical manufacturing. As widely discussed
in this review, some of these technologies can potentially be converted, with minor modifications,
to the continuous production of pharmaceuticals, reducing the capital and operational costs associated
with long batch cycles, as well as the risk of product contamination, and increasing the uniformity of
the final product quality. Overall, we acknowledge the fact that the development of a continuous spray
freeze-dryer for pharmaceuticals is still a challenge, but the most recent advancements are paving the
way towards the design of fully closed integrated spray freezing and freeze-drying units. Of course,
a multitude of factors has to be addressed in this transition, e.g., the process validation protocols, good
manufacturing practices, operational cost and energy consumption.
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