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Abstract: This paper discloses six polymorphs of famoxadone obtained from polymorph screening,
which were characterized by XRPD, DSC, and SEM. A study of solvent-mediated polymorphic
transformation (SMPT) of famoxadone from the metastable Form II to the stable Form I in several
mixed solvent systems at the temperature of 30 ◦C was also conducted. The transformation process
was monitored by Process Analytical Technologies. It was confirmed that the Form II to Form
I polymorphic transformation is controlled by the Form I growth process. The transformation
rate constants depended linearly on the solubility difference value between Form I and Form II.
Furthermore, the hydrogen-bond-donation/acceptance ability and dipolar polarizability also had an
effect on the rate of solvent-mediated polymorphic transformation.

Keywords: famoxadone; solvent-mediated polymorphic transformation;
hydrogen-bond-acceptance ability

1. Introduction

Crystallization is the widely-used method for isolation pf a solid-state chemical compound from
solution at the manufacturing scale, and it is governed and affected by thermodynamic and kinetic
factors [1–6]. Polymorphs crystallization often follows Ostwald’s rule of stages [7], which postulates
that system polymorphic crystallization is carried out from the supersaturated state stage to the
equilibrium state in stages. Thus, the metastable form is crystallized first, and then, this system
undergoes every possible polymorphic structure before the thermodynamically-stable polymorph
crystallizes from the solution [8]. Solvent-mediated polymorphic transformation (SMPT) is a process
where the metastable polymorph interacts with the solvent and subsequently transforms to a more
stable polymorph by dissolution and crystallization. SMPT is interpreted as a three-step process:
dissolution of the metastable polymorph, nucleation of the stable polymorph, and growth of the stable
polymorph [9]. The driving force of this process is the difference value between the solubility of the
two corresponding polymorphs [10], which consequently determines the supersaturation level during
the crystallization process of the thermodynamically-stable form [11]. SMPT has been extensively
studied over the years. It is useful for producing the thermodynamically-stable polymorph [12]. On the
other hand, in general, if the metastable polymorph is desired as that of a pharmaceutically-active
compound, SMPT is also helpful because SMPT is usually a metastable polymorph transform to a
stable polymorph, so we need to study the SMPT influencing factor to suppress the SMPT process and
obtain the expected metastable polymorph [13]. However, there are no comprehensive studies on the
effect and mechanism of solvent in SMPT [14].
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Famoxadone (CAS No. 131807-57-3), 3-anilino-5-methyl-5-(4-phenoxyphenyl)-1,3-oxazolidine-2,
4-dione (Figure 1), is a high-efficiency wide-spectrum pesticide produced by DuPont (USA) [15].
Famoxadone is a member of a new class of oxazolidinone fungicides that demonstrate excellent
control of plant pathogens in the Ascomycete, Basidiomycete, and Oomycete classes that infect grapes,
cereals, tomatoes, potatoes, and other crops [15,16]. There is no literature reporting the polymorphs
of famoxadone.
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Figure 1. Molecular structure of famoxadone.

In this work, six polymorphs were obtained by polymorph screening and defined as Form I–Form
VI. The related research showed that Form I is the most thermodynamically-stable form among
them. Besides, the SMPT of the famoxadone metastable Form II to the thermodynamically-stable
Form I in several mixed solvent systems has been studied, corresponding to mixed solvent
systems including nitromethane/toluene, nitromethane/isopropylbenzene, acetone/m-xylene,
acetone/toluene, acetone/o-xylene, acetone/p-xylene, and acetone/mesitylene.

2. Experimental Section

Materials. Form I was obtained by synthesis [16] in the laboratory (purity > 95%, HPLC) and
used without further purification. A single crystal of famoxadone Form I was crystallized from methyl
tert-butyl ether and n-heptane. Acetone, nitromethane, toluene, isopropyl-benzene, o-xylene, m-xylene,
p-xylene, and mesitylene of analytical reagent grade (purity > 99%) were purchased from Sinopharm
Chemical Reagent Co. Ltd., Shanghai, China. Deionized water was prepared by Ming-che D 24
UV, China.

Form II was prepared by dissolving 100 mg of famoxadone in 1 mL of chloroform followed by
adding 10 mL of n-heptane. A large amount of white solid precipitated, then the solid powders were
filtered and dried over 24 h under vacuum at room temperature.

Form III was prepared by evaporation of the saturated solution of famoxadone in chlorobenzene
during two weeks at room temperature. Then, the solid powders were filtered and dried over 24 h
under vacuum at room temperature.

Form IV was prepared by dissolving 100 mg of famoxadone in 1 mL N,N-dimethylacetamide
followed by adding 10 mL of formic acid. A large amount of white solid precipitated immediately,
then the solid powders were filtered and dried over 24 h under vacuum at room temperature.
Another method for preparing Form IV was from dissolving 100 mg famoxadone in 2 mL of
2-methyltetrahydrofuran followed by adding 20 mL of n-butyl ether. A large amount of white solid
precipitated after resting for a while, then the solid powders were filtered and dried over 24 h under
vacuum at room temperature.

Form V was prepared by dissolving 250 mg of famoxadone in 3 mL of 2-butanone, then adding
this solution to 10 mL of 2,2,2-trifluoroethanol at a controlled temperature of 4 ◦C. A large amount of
white solid precipitated immediately, then the solid powders were filtered and dried over 24 h under
vacuum at room temperature.

Form VI was prepared by dissolving 100 mg famoxadone in 1 mL of tetrahydrofuran, followed by
adding 10 mL of trifluorotoluene. A large amount of white solid precipitated, then the solid powders
were filtered and dried over 24 h under vacuum at room temperature.
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Apparatus and Instruments. X-ray Technology. XRPD patterns were obtained using a Rigaku
Ultima IV X-ray diffractometer (Cu-Kα radiation) [17]. The voltage and current of the generator were
set to 40 kV and 40 mA, respectively. Data over the 2θ angular range of 5◦–45◦ were collected at a
scan rate of 20◦/min at ambient temperature. The data were imaged and integrated with RINT Rapid,
and the peaks were analyzed with Jade 6.0 from Rigaku.

XRPD calibration was performed using the mixtures containing 5%, 10%, 20%, 50%, 80%, 90%,
and 95% Form I in Form II (~0.3 g total sample weight). The mixtures were weighed by using
an analytical balance, and the samples were heterogeneous solid-state mixed. Quantitative solid
phase analyses were performed using fundamental parameter-based Rietveld software BGMN [18].
Structure data necessary for quantitative analysis were acquired from the experimental data of
famoxadone Form I and Form II. XRPD patterns of calibration samples and experiment samples
collected were recorded and analyzed identically.

SXRD. Single-crystal X-ray diffraction for famoxadone Form I were collected on a Bruker
SMART-APEX DUO diffractometer (USA) equipped with a graphite monochromator and Mo-Kα

fine-focus sealed tube (λ = 0.71073 Å). Data processing was performed using Bruker SAINT Software.
X-ray diffraction intensities were corrected for absorption using SADABS [19], and the structure
was refined using SHELXL-97 [20]. All non-hydrogen atoms were refined anisotropically [21].
Hydrogen atoms on heteroatoms were located from different electron density maps, and all C-H
hydrogens were fixed geometrically. Hydrogen bond geometries were determined by Platon software.
Crystal structures may be accessed at www.ccdc.cam.ac.uk/data_request/cif (CCDC No. 1560380).

Thermal Analysis. Differential scanning calorimetry (DSC, Q2000, TA Instruments, New Castle,
DE, USA) was used to measure the fusion enthalpies and melting points of the polymorphs.
Samples weighing 3–5 mg were placed in crimped and sealed aluminum sample pans and heated
from 30 ◦C–200 ◦C at a rate of 10 ◦C/min. The instrument was calibrated against with the melting
characteristics of indium by a standard procedure. Each sample was analyzed in triplicate with
RSD < 2%.

Morphology Observation. The shapes and morphologies of the polymorphs of famoxadone were
examined on a Carl Zeiss model Merlin Compact 6027 FESEM (Oberkochen, Germany) with a beam
voltage of 3 kV [22]. The FESEM imaging of sample was spread on a carbon-coated copper grid in
order to enhance the conductivity.

Process Analytical Techniques. FBRM® (Focused Beam Reflectance Measurement) was used to
monitor the chord length of particle change. The FBRM® probe (Particle Track G400, Mettler Toledo,
Switzerland) with a chord length measurement range of 1–1000 µm and was set as 10-s sampling
intervals [23]. The ReactIRTM system was used to calibrate standard solutions and utilized to record
the change of concentration of the solution during SMPT processes. The ReactIRTM probe (ReactIRTM

15, Mettler Toledo) was used with 15-s sampling intervals [24]. All transformation experiments were
performed in a 100-mL Easy-Max vessel (Mettler Toledo, Greifensee, Switzerland) in conjunction with
iControl Easy-max software [25]. The accuracy of temperature control on this system was 0.01 ◦C.

Solubility Measurements. An excess amount of thermodynamically-stable Form I was added
to 15 mL of solvent and then left to slurry overnight at 30 ± 1 ◦C. The saturated solution was
filtered through a 0.22-µm syringe filter, and the clear solution was transferred to a preweighed glass
vial. The solution was left to evaporate at room temperature and weighed, and the solubility was
calculated [26]. To determine the solubility of Form II, a certain amount of solvent was introduced to
the vessel previously, and the solution was stirred continuously at 200 rpm under 30 ◦C. Then, a small
amount of Form II was added gradually, and a small amount was continuously added after Form
II completely dissolved, the mass of each addition being about 2 mg. If Form II was not completely
dissolved within 30 min after the last addition of it, the solution was regarded as a saturated one.
The total addition was recorded, and the range of the solubility could be determined. Two parallel
experiments were performed for each measurement.

www.ccdc.cam.ac.uk/data_request/cif
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Slurry Experiments. Slurry experiments were designed to investigate the influence of solvent
conditions in the solvent-mediated polymorphic transformation (SMPT) process.

SMPT was investigated in nitromethane/toluene (1:1), nitromethane/isopropyl benzene
(1:1), acetone/m-xylene (1:1), acetone/toluene (1:1), acetone/o-xylene (1:1), acetone/p-xylene (1:1),
and acetone/mesitylene (1:1). For each experiment, about 60 mL of saturated solution of Form I
were added to the vessel under 30 ◦C, and then, preweighed Form II was added to this solution.
Agitation speed was set at 200 rpm, and the system temperature was controlled by Easy-max.
In addition, it was assumed that the insertion of PAT analyzers had no influence on the nature
of the transformation mechanism.

The solid polymorphic composition (~10 mg) was determined by using a disposable plastic
dropper from the suspension, and this collected solid phase was quickly filtered through 2–3-µm
filter paper with a Büchner flask under reduced pressure. The quantity of Form I in the sample was
monitored and quantified via ex situ powder X-ray diffraction (XRPD) analysis (Figure S1 in the
supplementary materials).

3. Results and Discussion

3.1. The Characterization of Starting Materials

The characterization of starting materials. The six polymorphs were readily distinguished by
their unique XRPD patterns (Figure 2) and can be identified by the diagnostic peaks for Form I at
2θ = 6◦, 7.9◦, 9.6◦, 10.2◦, 12◦, 14.8◦, 17.3◦, 18.5◦, 19.2◦, 19.8◦, and 20.5◦; for Form II at 2θ = 10◦, 16.7◦,
18.1◦, 20.2◦, 20.8◦, 21.2◦, 22.2◦, 24.3◦, and 28.5◦; for Form III at 2θ = 4.9◦, 9.2◦, 13.4◦, 15.9◦, 18◦, 19.6◦,
20.5◦, 21.2◦, and 22.3◦; for Form IV at 2θ = 7◦, 9.5◦, 10.4◦, 18.5◦, 19.1◦, 19.7◦, 21.2◦, 23.1◦, and 28.8◦;
for Form V at 2θ = 5.2◦, 10.1◦, 11.5◦, 14.8◦, 15.9◦, 18.6◦, 20◦, 20.9◦, and 23.5◦; for Form VI at 2θ = 6.3◦,
8.7◦, 9.1◦, 12.5◦, 17.2◦, 18.1◦, 18.6◦, 20.9◦, and 25.8◦. Images of SEM of the polymorphs are shown in
Figure 3. Detailed data of the peaks in PXRD patterns are listed in Tables S1–S6.

Crystals 2019, 9, x FOR PEER REVIEW 4 of 13 

added to the vessel under 30 °C, and then, preweighed Form II was added to this solution. Agitation 
speed was set at 200 rpm, and the system temperature was controlled by Easy-max. In addition, it 
was assumed that the insertion of PAT analyzers had no influence on the nature of the transformation 
mechanism. 

The solid polymorphic composition (~10 mg) was determined by using a disposable plastic 
dropper from the suspension, and this collected solid phase was quickly filtered through 2–3-μm 
filter paper with a Büchner flask under reduced pressure. The quantity of Form I in the sample was 
monitored and quantified via ex situ powder X-ray diffraction (XRPD) analysis (Figure S1 in the 
supplementary materials). 

3. Results and Discussion 

3.1. The Characterization of Starting Materials 

The characterization of starting materials. The six polymorphs were readily distinguished by 
their unique XRPD patterns (Figure 2) and can be identified by the diagnostic peaks for Form I at  
2θ = 6°, 7.9°, 9.6°, 10.2°, 12°, 14.8°, 17.3°, 18.5°, 19.2°, 19.8°, and 20.5°; for Form II at 2θ = 10°, 16.7°, 
18.1°, 20.2°, 20.8°, 21.2°, 22.2°, 24.3°, and 28.5°; for Form Ⅲ at 2θ = 4.9°, 9.2°, 13.4°, 15.9°, 18°, 19.6°, 
20.5°, 21.2°, and 22.3°; for Form Ⅳ at 2θ = 7°, 9.5°, 10.4°, 18.5°, 19.1°, 19.7°, 21.2°, 23.1°, and 28.8°; for 
Form Ⅴ at 2θ = 5.2°, 10.1°, 11.5°, 14.8°, 15.9°, 18.6°, 20°, 20.9°, and 23.5°; for Form Ⅵ at 2θ = 6.3°, 8.7°, 
9.1°, 12.5°, 17.2°, 18.1°, 18.6°, 20.9°, and 25.8°. Images of SEM of the polymorphs are shown in  
Figure 3. Detailed data of the peaks in PXRD patterns are listed in Tables S1–S6. 

 
Figure 2. XRPD patterns of famoxadone from Form I to Form Ⅵ polymorphs. 

  

Figure 2. XRPD patterns of famoxadone from Form I to Form VI polymorphs.



Crystals 2019, 9, 161 5 of 14
Crystals 2019, 9, x FOR PEER REVIEW 5 of 14 

 

  
(a) (b) 

  
(c) (d) 

  
(e) (f) 

Figure 3. SEM images of famoxadone Form I (a), Form II (b), Form Ⅲ (c), Form Ⅳ (d), Form Ⅴ (e), 
and Form Ⅵ (f). 

The crystal structure of Form I was determined by the orthorhombic P212121 space group (Z = 4, 
Z’ = 1) (Figure 4). Crystallographic data of Form I are summarized in Table 1. There were hydrogen-
bonding interactions between O(3) of the carbonyl-group and N(2) of the imino group in adjacent 
Form I molecules. The hydrogen bonding distance of N(2)−H···O(3) was 2.512 Å. There was one 
literature report about the crystal structure of (S)-famoxadone [16]; the crystallographic data in the 
literature and the data obtained in this paper were compared, and it was found that the 
crystallographic data parameters of these two forms were approximately the same. 

Table 1. Crystallographic information of famoxadone Form I. 

Polymorph Form I 
Crystal system Orthorhombic 

Space group P212121 
a (Å) 5.8880 (5) 

Crystals 2019, 9, x FOR PEER REVIEW 5 of 14 

 

  
(a) (b) 

  
(c) (d) 

  
(e) (f) 

Figure 3. SEM images of famoxadone Form I (a), Form II (b), Form Ⅲ (c), Form Ⅳ (d), Form Ⅴ (e), 
and Form Ⅵ (f). 

The crystal structure of Form I was determined by the orthorhombic P212121 space group (Z = 4, 
Z’ = 1) (Figure 4). Crystallographic data of Form I are summarized in Table 1. There were hydrogen-
bonding interactions between O(3) of the carbonyl-group and N(2) of the imino group in adjacent 
Form I molecules. The hydrogen bonding distance of N(2)−H···O(3) was 2.512 Å. There was one 
literature report about the crystal structure of (S)-famoxadone [16]; the crystallographic data in the 
literature and the data obtained in this paper were compared, and it was found that the 
crystallographic data parameters of these two forms were approximately the same. 

Table 1. Crystallographic information of famoxadone Form I. 
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Space group P212121 
a (Å) 5.8880 (5) 

Figure 3. SEM images of famoxadone Form I (a), Form II (b), Form III (c), Form IV (d), Form V (e),
and Form VI (f).

The crystal structure of Form I was determined by the orthorhombic P212121 space group
(Z = 4, Z′ = 1) (Figure 4). Crystallographic data of Form I are summarized in Table 1. There were
hydrogen-bonding interactions between O(3) of the carbonyl-group and N(2) of the imino group in
adjacent Form I molecules. The hydrogen bonding distance of N(2)−H···O(3) was 2.512 Å. There was
one literature report about the crystal structure of (S)-famoxadone [16]; the crystallographic data in the
literature and the data obtained in this paper were compared, and it was found that the crystallographic
data parameters of these two forms were approximately the same.
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Table 1. Crystallographic information of famoxadone Form I.

Polymorph Form I

Crystal system Orthorhombic
Space group P212121

a (Å) 5.8880 (5)
b (Å) 16.9635 (16)
c (Å) 18.4218 (17)
α (◦) 90
β (◦) 90
γ (◦) 90

Volume (Å3) 1840.0(3)
Z 4

CCDC No. 1560380
Temperature 130 K
Crystal size 0.22 × 0.08 × 0.05 mm3

Theta range for data collection 1.632 to 30,565◦

Reflections collected 18,744
Absorption correction Semi-empirical from equivalents

Final R indices [I>2σ (I)] R1 = 0.0395, ωR2 = 0.0932
Crystals 2019, 9, x FOR PEER REVIEW 6 of 13 
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Polymorphs of famoxadone were also detected by DSC and are shown in Figure 5. The melting
data are listed in Table 2. According to the heat of fusion rule [27], it was demonstrated that Form
I is the most thermodynamically-stable polymorph. Based on the relevant thermodynamic data
and phenomenon, Form I and Form II are in monotropic system [28]; thus, the transformation from
Form II to Form I should proceed spontaneously. The stability experiments of the six famoxadone
polymorphs are shown in Figures S2–S4. The experimental results showed that six polymorphs were
stable under high temperature, high humidity, and strong light conditions for ten days and without
polymorph change.
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Table 2. Melting data of famoxadone polymorphs.

Polymorph Tonset (◦C) Tpeak (◦C) Hf (kJ/mol)

Form I 141.86 144.07 93.43
Form II 129.78 133.95 91.27
Form III 130.63 136.51 71.89
Form IV 119.99 131.2 80.23
Form V 137.12 140.22 88.02
Form VI 128.72 130.87 86.10

3.2. Solvent-Mediated Polymorphic Transformation Experiments

In the actual research process, it was found that Form I and Form II were easy to prepare and had
good commercial application value. Therefore, a series of experiments was carried out to investigate
the transformation process of Form II to Form I, and the basic experimental parameters are listed in
Table 3. The mass of Form II added in each experiment was determined by initial supersaturation
equivalent, which refers to the same ratio of the actual concentration of the solute that exceeds the
saturated concentration over the saturated concentration. The formula was defined as σ = (C–C0)/C0,
where σ is supersaturation, C is the actual concentration and C0 is the saturated concentration.

Table 3. Experimental conditions and parameters.

No. Mixed Solvent System T (◦C) Approximate Form II Added at t = 0
min (g) Approximate ttrans (min)

#1 Nitromethane/toluene (1:1) 30 2.06 1
#2 Nitromethane/isopropylbenzene (1:1) 30 1.51 2
#3 Acetone/m-xylene (1:1) 30 0.49 3
#4 Acetone/toluene (1:1) 30 5.57 5
#5 Acetone/o-xylene (1:1) 30 5.72 15
#6 Acetone/p-xylene (1:1) 30 5.31 19
#7 Acetone/mesitylene (1:1) 30 1.23 26

ttrans means the required time from the start of the addition of Form II to the completion of the transformation to
Form I.

Experiment #4 was chosen as an example to study the transformation. The relevant variation
curves of particle counts are shown in Figure 6. The solution concentration of famoxadone in the slurry
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is shown in Figure 7. The proper amount of solids was sampled from the slurry at different times and
examined by XRPD, and the relevant patterns are shown in Figure 8. Other experiments’ relevant
variation curves of particle counts are shown in Figures S5–S10.
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At the beginning of the experiment, there was a process of adding Form II as Stage (1) in Figure 7
showed: the solution concentration of famoxadone increased rapidly until the dissolution equilibrium
of Form II was reached, which was recorded by ReactIRTM. As the Stage (1) curve of Figure 6 shows,
the particle counts of suspensions increased firstly and then decreased because of the adding of Form
II and subsequently the dissolution of it. There was no polymorph change in Stage (1), which can be
seen from the XRPD patterns.

In Stage (2), the nucleation and growth of Form I occurred. As Figure 6 shows, from t = 1.4 min,
the 0–150-µm counts increased, while the 150–300-µm counts decreased. The mean chord length
decrease meant the appearance of some small crystal nuclei. The characteristic peak of Form I
(2θ = 19.78 ± 0.2◦) was first observed in the XRPD pattern of the separated sample, which meant
the suspensions solid phase was the mixture of Form I and Form II, as the XRPD pattern shown in
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Figure 8. The solution concentration remained at a platform, and the continual dissolution of metastable
Form II would supply the driving force of the nucleation and growth of stable Form I. Cardew and
Dawey [29] proposed a theory by means of the solution concentration platform value to deduce the
rate-determining step. If the solution concentration platform value is near the metastable form’s
solubility, the nucleation and growth of the stable form would determine the rate of SMPT. Conversely,
the dissolution process of the metastable form would be the rate-determining step when the platform
value is near to the solubility of the stable form. In this experiment, the solution concentration platform
value was approximately equal to the solubilities of metastable Form II through the conversion between
the ReactIRTM intensity and the corresponding solution concentration, and the induction times for all
experiments were very short. From these, it can be concluded that the growth process of Form I is the
rate-determining step.
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After t = 5 min, it would be considered as Stage (3). The suspended Form II disappeared, and only
Form I existed, as shown in the XRPD patterns in Figure 8. In this period, the mean chord length
increased as shown in Figure 6, and this was due to the growth of Form I. As Form II was completely
consumed, with the growth of Form I, the solution concentration and supersaturation level began to
decrease rapidly, as shown in Figure 7.

Stage (4) is the end of transformation process. In this period, the solution concentration remained
invariant, and the mean chord length increased due to the secondary process (aging, aggregation,
breakage, etc.) of Form I.

The results of the kinetic experiments performed at the experimental temperature (30 ± 1 ◦C)
represent a series of plots documenting the composition of the solid polymorph during SMPT,
as detected by the XRPD method. Figure 8 shows the composition of the solid sampled from the
slurry during the SMPT in the acetone/toluene (1:1) system. The reaction rates of each mixed solvent
system were compared using this approach. This figure clearly demonstrates that the polymorphic
transformation models were similar in all of the solvents, and the only factor that changed was the
polymorphic transformation rate.

Considering that the limiting step in nucleation and growth is the transportation of the
famoxadone molecule to the crystallization zone, famoxadone molecules diffused at a constant
rate during the course of polymorph transition. Besides, the polymorph transition from Form II
to Form I accorded with the classical nucleation theory [13] and because it occurred in the saturated
solution of Form I. Taking all this into account, the nucleation and growth rate can be assumed
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to be constant. In order to compare SMPT rates quantitatively in different mixed solvent systems,
experimental data were fitted with an appropriate kinetic model [30,31]. Solid-state kinetic models
are theoretical, mathematical descriptions of experimental data and are usually expressed as rate
equations [32]. The experimental data were in agreement with those for power solid-sate kinetic
models [33] (Figure S11). The best correlation was observed when the experimental data points were
fitted to the power model P2:

α = (kt)2 (1)

where k is the nucleation and growth rate constant, α is the weight fraction of Form I in the sample,
and t is time. The correlations of the experimental data with the theoretical model in each solvent are
given in Table S7. Rate constants were calculated based on the least squares method by using MS Excel
Solver optimization software [34]. Corresponding nucleation growth rate constants k for each set of
experiment calculated are listed in Table 4.

Table 4. The rate constant and solubility data of Form I and Form II in experiments at 30 ◦C.

No. Mixed Solvent System Rate Constant k (min-1) SForm I (g/L) SForm II (g/L)

#1 nitromethane/toluene (1:1) 5.98 0.15555 0.15609
#2 nitromethane/isopropylbenzene (1:1) 3.26 0.29251 0.29278
#3 acetone/m-xylene (1:1) 2.78 0.26269 0.26293
#4 acetone/toluene (1:1) 1.73 0.19559 0.19577
#5 acetone/o-xylene (1:1) 0.55 0.28751 0.28755
#6 acetone/p-xylene (1:1) 0.46 0.26279 0.26281
#7 acetone/mesitylene (1:1) 0.31 0.49958 0.49959

The solubility data of Form I and Form II are also listed in Table 4. The correlation of SMPT rate
constant and the difference value between Form I and Form II solubilities were analyzed (Figure 9).
This trend in SMPT from Form II to Form I is described by the equation:

k = 10790.8819 ∆S + 0.1532 (2)

where ∆S is the solubility difference value between Form I and Form II and k is the rate constant for
SMPT. The correlation coefficient was R2 = 0.991. This means that there was a good correlation between
the SMPT driving force solubility difference value ∆S and the nucleation growth rate constant k.

According to the classical nucleation theory, the metastable polymorph has higher nucleation rate
in a solvent with higher solubility, and thus, the polymorphic transformation rate is faster [13].
However, the polymorphic transformation from Form II to Form I in this experiment obtained
non-conforming results, indicating that the solute–solvent interaction also may have had an important
effect on crystallizing kinetics.

The solute–solvent interaction may influence the nucleation and crystal growth rate in two
ways. Firstly, the solvent interacted with dissolved molecules, which is called solvation. During the
nucleation and crystal growth step, the solvated solute must precede the desolvation process and then
integrate into the stable polymorph crystal lattice. Secondly, the solvent molecules are adsorbed on the
surface of nuclei or a growing crystal cluster. The incoming solute molecules must replace the solvent
molecules to become a part of stable polymorph crystal lattice [35]. For these two reasons, the stronger
the solute–solvent interactions, the greater the retardation of nucleation and crystal growth and the
slower the polymorphic transformation rate in the solution [36,37]. In this case, the famoxadone
nucleation and crystal growth process was affected by the nature of the mixed solvent systems.
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The solute–solvent interactions are mainly composed of van der Waals forces and hydrogen
bonding [13]. The strength of van der Waals interactions between solute and solvent is determined by
the dipolar polarizability, π* [38]. The strength of solute–solvent hydrogen-bonding interactions is
determined by the hydrogen-bond-donation (HBD) ability α and the hydrogen-bond-acceptance
(HBA) ability β [39]. The values of π* and β of solvents used in the experiments are listed in
Table 5. Considering the hydrogen bond combination mode, the imino group in famoxadone has
the biggest advantage to form hydrogen-bond as a hydrogen-bond-donor. Therefore, the strongest
hydrogen-bond-receptor ability mixed solvent system will have the strongest solute–solvent
interactions with famoxadone and retard the polymorph transformation process. In Experiments #1
and #4, the difference of the solvent was nitromethane and acetone. They have similar π*, but different
β; acetone has a stronger hydrogen-bond-acceptance ability, so it has strong solute–solvent interactions
with famoxadone, leading to a longer transformation time in Experiment #4. For Experiments
#3–#7, the acetone was identical, and we only needed to compare another solvent. Toluene, xylene,
and mesitylene all have similar β, so the dominant role is the strength of π*. Different solvents
have different van der Waals interaction strengths with famoxadone, which will affect the time of
polymorph transformation. It is noteworthy that Experiments #3 and #4 had opposite experimental
results, and this may be due to the effect of the viscosity (µ) of the solvent, µ (m-xylene) = 0.7500 mPa
s (25 ◦C), µ (toluene) = 0.5866 mPa s (25 ◦C). Viscosity may affect solvent-mediated polymorph
transformation by affecting the mass transfer process [40,41].

Table 5. Values of the hydrogen-bond-acceptance (HBA) ability β and polarity/polarizability π* of
nitromethane, acetone, toluene, o-xylene, m-xylene, p-xylene, and mesitylene [38,39].

Solvent Nitromethane Acetone Toluene o-Xylene m-Xylene p-Xylene Mesitylene

β 06 43 11 12 12 12 13
π* 85 71 54 N/A 47 43 41

4. Conclusions

In this paper, six polymorphs of famoxadone were prepared and characterized through XRPD and
thermal analysis. In the polymorphic screening process, we only obtained the single crystal structure of
Form I, and the other five polymorph single crystals were not obtained by careful cultivation. The single
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crystal data obtained in this paper were compared with the literature data. The solvent-mediated
polymorphic transformation of famoxadone from Form II to Form I in several mixture solvent systems
at 30 ◦C was also studied. The results show that Form I is the most stable form among the polymorphs
from the thermodynamic point of view. The SMPT process could be divided into four periods, and was
controlled by the growth of the stable Form I. The rate constants for this process were in the range
from 0.31 min−1–5.98 min−1 and depended linearly on the solubility difference value between the
two polymorphs.

It is concluded that the acetone/mesitylene mixture solvent system had the strongest interactions
with famoxadone molecules compared to the others because of its higher hydrogen-bond-acceptance
ability and lower dipolar polarizability, thereby retarding the nucleation and growth of Form I during
the transformation process.
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