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Abstract: Anti-solvent crystallization is frequently applied in pharmaceutical processes for the
separation and purification of intermediate compounds and active ingredients. The selection of
optimal solvent types is important to improve the economic performance and sustainability of the
process, but is challenged by the discrete nature and large number of possible solvent combinations
and the inherent relations between solvent selection and optimal process design. A computational
framework is presented for the simultaneous solvent selection and optimization for a continuous
process involving crystallization and distillation for recycling of the anti-solvent. The method is
based on the perturbed-chain statistical associated fluid theory (PC-SAFT) equation of state to predict
relevant thermodynamic properties of mixtures within the process. Alternative process configurations
were represented by a superstructure. Due to the high nonlinearity of the thermodynamic models
and rigorous models for distillation, the resulting mixed-integer nonlinear programming (MINLP)
problem is difficult to solve by state-of-the-art solvers. Therefore, a continuous mapping method was
adopted to relax the integer variables related to solvent selection, which makes the scale of the problem
formulation independent of the number of solvents under consideration. Furthermore, a genetic
algorithm was used to optimize the integer variables related to the superstructure. The hybrid
stochastic and deterministic optimization framework converts the original MINLP problem into a
nonlinear programming (NLP) problem, which is computationally more tractable. The successful
application of the proposed method was demonstrated by a case study on the continuous anti-solvent
crystallization of paracetamol.

Keywords: solvent design; process design; PC-SAFT; crystallization; distillation

1. Introduction

Solution crystallization involves the formation of a crystalline solid state from a solution; it is
frequently used as a separation and purification technology in pharmaceutical industry. Anti-solvent
crystallization is an established method of pharmaceutical crystallization [1]. A miscible anti-solvent
is mixed with a feed stream containing a solute dissolved in a solvent. If the anti-solvent is selected
appropriately, a solvent mixture is created with low solubility for the solute, which provokes
crystallization despite the dilution effect from mixing. Solvents are a main source of waste in
pharmaceutical processes. Anti-solvent crystallization generally produces more solvent waste
compared to other crystallization methods such as cooling or evaporative crystallization unless
the anti-solvent can be separated and recycled.
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The current paradigm shift in the pharmaceutical industry towards continuous manufacturing
provides new opportunities for solvent reduction via continuous anti-solvent recycling [2–8].
However, the integration of pharmaceutical crystallization with solvent separation and recycling
raises new challenges related to the optimal solvent selection, for which effective computational tools
are needed. First, the solvent selection for such a process is non-trivial due to trade-offs between
optimal solvent properties for different unit operations. For example, a solvent pair that provides
a strong solubility reduction and, consequently, a high yield for anti-solvent crystallization may be
difficult to separate for recycling and reuse. Second, the optimal process design is dependent on the
solvent selection. Therefore, the process and solvent types are preferably optimized simultaneously due
to this general interdependence between optimal solvent properties and process operating conditions
and design [9–12]. Third, optimal solvent selection requires the consideration of various performance
criteria related to aspects such as safety, economics, health, and environment. Therefore, the successful
application of a solvent design method for an integrated crystallization and solvent separation process
requires accurate models for predicting key thermodynamic properties for different unit operations
and efficient solution strategies enabling simultaneous solvent and process optimization considering
various performance criteria.

Several computer-aided approaches have been developed for solvent selection and design of
solution crystallization processes. Karunanithi et al. [13] proposed a computer-aided molecular design
framework for the design of solvents or anti-solvents for solution crystallization. The optimal solvent
was determined based on solubility, which was predicted by the UNIFAC model. Other solvent
properties such as flash point, toxicity, viscosity, and boiling point were posed as constraints, which were
predicted by the group contribution method. Different solvent design methods can also be developed
using different solubility prediction models [14,15]. Most recently, Watson et al. [16] proposed a
methodology enabling the simultaneous identification of the optimal process temperature, solvent and
anti-solvent molecules, and solvent mixture composition by using the SAFT-γ Mie equation of state.
Besides adopting solubility as the key performance criterion, the optimal solvent could also be selected
based on its influence on the crystal morphology. Chen and Trout [17] developed a solvent selection
procedure for improving the morphology of needle-like crystals, where the solvent effects on crystal
morphology were captured by using a modified attached energy model.

Most of the previous solvent design methods focus on stand-alone crystallization processes.
The shift to continuous operation opens up opportunities for integrating crystallization with other
up- or down-stream processing steps, [18] which also brings new challenges on the optimal solvent
selection. The solvent should be selected not only based on the optimal properties for crystallization,
but the ability for regeneration and recycling [19], or the easiness for solvent-swap [20] should also
be considered. We have previously developed a systematic approach for simultaneous solvent and
process optimization for a continuous anti-solvent crystallization process with solvent separation by
flash [21]. A perturbed-chain statistical associated fluid theory (PC-SAFT) model [22] with a unified
parameterization scheme was adopted to calculate thermodynamic properties, including the solubility
of pharmaceuticals in solvent mixtures for crystallization and component fugacity coefficients for
the flash separation. The PC-SAFT equation of state enabled the reliable prediction of various pure
component and mixture properties using only few molecule parameters. In addition, the low-dimension
parameter space of the PC-SAFT model allowed for efficient optimization. The integrated solvent
and process optimization problem inherently led to a mixed integer nonlinear programming (MINLP)
problem due to the discrete nature of solvent selection. The continuous mapping method [23]
was applied to convert this MINLP problem into a nonlinear programming (NLP) problem to
identify an approximate solution to the original MINLP problem. This solution strategy relaxed the
solvent PC-SAFT parameters and searched for optimal parameters within a predefined convex hull,
which reduced the computational load. The successful application of this integrated optimization
approach has been demonstrated for a case involving a process model based on material balances
only [21], which was later extended with energy balances and distillation with a fixed configuration
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of two equilibrium stages [24]. Although such extension allowed for energy costs to be included in
the objective function, the fixed configuration for distillation restricted the solution space. A process
superstructure must be optimized when considering the number of equilibrium stages as degrees of
freedom, which increases the computational load of the problem substantially and cannot be solved
when using the existing framework. Therefore, novel computational methods are needed to support
decision making for these types of processes.

The objective of this work was to develop a computational method for the simultaneous solvent
selection and process optimization of continuous anti-solvent crystallization processes with distillation
for solvent recycling. The process model includes the prediction of thermodynamic and heat properties
using the PC-SAFT equation of state. Therefore, MESH equations (material balance/equilibrium/fraction
summation/enthalpy balance) can be employed to provide a rigorous description of the processes.
Moreover, the number of equilibrium stages in the distillation column was considered a decision
variable, which was fixed in earlier work [24]. A novel hybrid stochastic-deterministic optimization
framework was developed to solve this type of process optimization. In particular, the integer variables
for solvent selection were relaxed by the continuous mapping method in order to make the size of
the optimization problem independent from the number of solvents under consideration. The integer
variables representing process configurations embedded within the process superstructure were dealt
with using a genetic algorithm. As a consequence, the original MINLP problem was converted and
solved as an NLP problem, which is computationally more reliable. The presented approach aims to
enable faster process development with reduced experimental efforts and, ultimately, reduced solvent
waste in industry.

2. Approach

The continuous process (Figure 1) involves a crystallizer for crystal formation and growth
followed by filtration for crystal separation of the crystals from the mother liquor and distillation for
anti-solvent separation and recycling. The feed solution to the crystallizer is assumed saturated with
an active pharmaceutical ingredient (API). Crystallization is operated at constant temperature, and the
supersaturation is generated by the addition of recycled and fresh make-up anti-solvent. After filtration,
the mother liquor is pre-heated to the bubble point and fed into the distillation column. The top
product of the distillation column is rich in anti-solvent and is partially recycled back to the crystallizer
after cooling. The remaining part is possibly sent back to the column as reflux. The bottom product of
the column is considered a waste stream and contains solvent, dissolved API, and some anti-solvent.
The distillation column can consist of multiple equilibrium stages with one total condenser operating
at the bubble point and one partial reboiler.
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2.1. MESH Equations

The continuous process is assumed to operate at steady state with phase equilibrium in the
crystallizer and distillation column, which can be described by the MESH equations (i.e., material
balances, equilibrium conditions, summation equations, and heat (enthalpy) balances). The material
balances over the crystallizer and filter, considered as a single system, are given by

Fin · xi,in + D · xi,LC + Fanti · xi,anti = Fdistil · xi,distil + Fcrystal · xi,crystal, (1)

and over the total condenser, trays, and reboiler of the distillation column, respectively, by

(D + LC) · xi,LC = V1 · xi,V1 , (2)

Fdistil · xi,distil + Vn+1 · xi,Vn+1 + Ln−1 · xi,Ln−1 = Ln · xi,Ln + Vn · xi,Vn , n = Feed tray (3)

Vn+1 · xi,Vn+1 + Ln−1 · xi,Ln−1 = Ln · xi,Ln + Vn · xi,Vn , n , Feed tray (4)

LN · xi,LN = B · xi,B + VB · xi,VB (5)

where Fin, Fanti, Fcrystal, Fdistil, VB, LC, D, and B denote the molar flowrates of the process streams
(Figure 1); xi represents the mole fraction of compound i, which can be solvent, anti-solvent or API.
It is assumed that the make-up anti-solvent and product stream with API are both pure, and that
all of the API is recovered at the bottom of the distillation column. In general, the role of the API in
the distillation column is neglected due to the low concentration for optimal solutions and negligible
vapor pressure of common APIs. The API feed stream is assumed to be saturated with API, and the
outlet of the crystallizer is also assumed to be at phase equilibrium. Therefore, the concentration of
the feed stream and crystallizer outlet depends on the solvent selection. The solid–liquid equilibrium
(SLE) is described by

xAPIγAPI = exp

∆H f
m

R

( 1
Tm
−

1
T

)
−

∆Cp

R

(
ln

Tm

T
−

Tm

T
+ 1

), (6)

where γAPI is the activity coefficient of the API in solution; ∆H f
m, Tm, ∆Cp, are the API pure component

properties, denoting the enthalpy of fusion, melting point, and heat capacity difference between the
hypothetical supercooled liquid form and the crystalline form, respectively. The vapor and liquid phases
are assumed to be in equilibrium on each tray in the distillation column. The distillation is assumed to be
operated at atmospheric pressure without pressure drop. The vapor–liquid equilibrium (VLE) criterion is
described by the equality of the component fugacity in the vapor and liquid phase as follows:

ϕi,V · xi,V = ϕi,L · xi,L, (7)

where ϕ is the fugacity coefficient. The material balances are closed by summation equations for the
mole fractions in each stream, which are not listed explicitly here. Energy balances are considered for
the distillation column only, since the temperature in the crystallizer is assumed to be constant, and the
latent heat of crystallization is assumed to be negligible, as follows:

Fdistil ·Hdistil + Vn+1 ·HVn+1 + Ln−1 ·HLn−1 = Ln ·HLn + Vn ·HVn , n = Feed tray (8)

Vn+1 ·HVn+1 + Ln−1 ·HLn−1 = Ln ·HLn + Vn ·HVn , n , Feed tray (9)

V1 ·HV1 = (D + LC) ·HLC + QC, (10)

LN ·HLN + QB = B ·HB + VB ·HVB , (11)

D ·HLC = Frecycle ·HFrecycle + QR, (12)
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Fout ·HFout + QF = Fdistil ·HFdistil , (13)

where H is the molar enthalpy of each stream; QC, QB, QR, and QF are the heat duties for the condenser,
the reboiler, the recycle, and the distillation feed (Figure 1), respectively.

2.2. Thermodynamic Model

The PC-SAFT model was adopted as the thermodynamic model for each unit operation [22].
The parameterization schemes for APIs and different types of solvents including a solvent database
with 48 candidate solvents that are typically used in pharmaceutical industry and that do not pose any
major concerns for safety, health, and environment were adopted from earlier work [21]. The PC-SAFT
model enables the calculation of the reduced Helmholtz free energy ãres for a given system volume,
temperature, and composition. Many other properties can then be derived from ãres by applying
various thermodynamic relationships. The derivation of the activity coefficient for SLE and the fugacity
coefficient for VLE calculation was described by Gross and Sadowski [22], which was used in this
work. The good predictability of the PC-SAFT model for the SLE of pharmaceuticals and VLE phase
equilibria of organic compounds has been previously demonstrated [22,25,26].

The molar enthalpy H consists of contributions from the ideal part Hig and residual part Hres:

H = Hig + Hres =

T ∑
i

xiC
ig
p,i

+
(Z− 1) − T

(
∂ãres

∂T

)
ρ,xi

. (14)

where Hig is written as the summation of the component ideal heat capacity Cig
p , and Hres is expressed

as a function of ãres. Cig
p has been empirically correlated with PC-SAFT pure component parameters m,

ε, and σ by the following relationship:

Cig
p = −44.66 + 17.29

(
m
ε

kT

)
+ 1.52

(
mσ3

)
− 0.57

(
mσ3 ε

kT

)
. (15)

The calculated ideal heat capacity Cig,cal
p from Equation (15) lies within ± 10% relative error

of tested reference values (Figure 2). Furthermore, a comparison between the predicted and
experimentally measured heat of vaporization for different types of solvents shows a good predictability
for Hres (Figure 3). Note that benzene, ethanol, and ethyl acetate were selected to include non-polar
non-associating, associating, and non-associating solvents, respectively. A satisfied prediction of ∆Hvap

can be achieved within a wide temperature range for solvents with different characteristics.

2.3. Optimization Problem Formulation

The problem for simultaneous optimization of solvent types and the process design was formulated
as follows:

max
pi,xi,distiliQBQC

NS,NR

α1·Fcrystal−Cop−a2N
Fin

(P1)

s.t. Cop = α3·Fanti + α4·B + α5·(QC + QR) + α6·(QB + QF) (P1.1)
MESH (P1.2)

Pprcess = 1bar (P1.3)
Tcry = 298K (P1.4)

1
xsol,distil

+
∂ lnγsol,distil
∂xsol,distil

≥ 0 (P1.5)

A·p ≤ b (P1.6)
NR + NS ≤ Nmax (P1.7)
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The economic objective function mimics revenues (α1Fcrystal) from product minus the operational
costs Cop and the capital costs related to the number of distillation trays (a2N), and is normalized
with respect to the inlet flowrate Fin. Cop is a linear combination of various costs including the use of
make-up anti-solvent (α2Fanti), incineration of solvent waste (α3B), and cooling and heating utilities
(α4(QC + QR), α5(QB + QF)). The free variables for optimization are the solvent and anti-solvent
properties represented by the PC-SAFT parameters (pi), the solvent composition of the crystallizer
outlet (xi,Fout), the duty for the distillation reboiler (QB) and condenser (QC), the number of trays for
the rectifying section (NR), and the stripping section (NS) of the distillation column. The optimization
is constrained by the process model, i.e., the MESH equations (P1.2). The operating pressure for the
integrated system is assumed constant at 1 bar (P1.3), and the crystallization temperature is fixed
at 298 K (P1.4). Constraint P1.5 ensures that the selected solvent and anti-solvent are miscible [27].
Furthermore, a convex hull (P1.6) is used to restrict the search space of the solvent parameters [23].
Finally, the distillation column is restricted by a maximum number of trays (Nmax) excluding one feed
tray (P1.7).

2.4. Solution Strategy

P1 is an MINLP problem, which is difficult to be solved by state-of-the-art MINLP solvers,
at least for our tested cases when using the GAMS/SBB [28] solver and the GAMS/DICOPT solver [29].
Convergence always fails due to the infeasibility of the sub-NLP problems. This infeasibility is likely
due to the high non-linearity of the sub-NLP problem, even when the disjunctive programming
formulation [30] is adopted to reduce the redundant equations in each sub problem. In this respect,
a novel hybrid optimization framework is proposed, which takes advantage of both deterministic and
stochastic optimization approaches. An overview of the framework is provided in Figure 4.
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In the outer layer, the optimal process operating conditions and structures are determined
by the genetic algorithm [31]. Each individual in the population represents one process design.
The roulette wheel method is applied for the evolution based on the fitness values (i.e., objective
function values of P1) of individuals. Crossover and mutation are considered as the evolution operators.
In particular, continuous variables (i.e., process operating conditions) are pre-coded in a binary form
before performing evolution operations. Only mutations are considered for the binary integer variables
indicating the existence of each distillation tray. In the inner layer, the solvent pair for each individual
is optimized deterministically. The solvent searching space is firstly relaxed from discrete points to
continuous space within a convex hull by relaxing the solvent PC-SAFT parameters. NLP algorithms
with multiple initial guesses are then applied in an attempt to obtain the (near) global optimum. Finally,
a Taylor expansion is used to map the optimal solvents, which may not exist in reality due to the
relaxation, to the nearest points in the solvent parameter searching space corresponding to real solvents.
More details on this mapping procedure can be found elsewhere [21].

From the above discussion, it is clear that that the solvent PC-SAFT parameters pi are optimized
deterministically by the mapping procedure. As consequence, the increase of problem size due to
the combination of different solvents can be avoided when purely employing stochastic algorithms.
Furthermore, the remaining free variables in P1 are related to the process (xi,Fout , QB, QC, NR, NS) and
are optimized stochastically, so that the convergence performance of the NLP problem by deterministic
algorithms can be improved with reduced free variables that are related to solvents only. Note that
despite these different approaches for optimizing solvent and process variables, the hybrid framework
ultimately leads to a simultaneous optimal solvent selection and process design.

3. Case Study

The proposed method is illustrated with a case study. Paracetamol, a commonly used
over-the-counter API for treating pain and fever, was selected as the model compound.
The parameter values for calculating the SLE from Equation (6) are as follows: ∆H f

m = 27.1 kJ∆mol−1,
∆Cp = 99.8 J∆mol−1∆K−1, Tm = 443.6 K; the cost parameters used for case study are provided in
Table 1 [32,33]. The value of Nmax in P1 was arbitrarily set as 6, which reflects an implicit assumption
that solvent pairs that are particularly difficult to separate with distillation will never provide the
most economical design and operation even if the maximum number of trays would be much higher.
An interface between GAMS (GAMS Development Corporation) and MATLAB (The Mathworks,
version R2015a) was built utilizing GDXMRW procedures [34] The CONOPT solver implemented in
GAMS was used to solve all NLP problems [35], for which multiple initial guesses were generated
randomly from MATLAB. In addition, MATLAB was also used to execute the genetic algorithm.
The population size was set as 100 with total generation of 40. The probability for crossover was 0.2,
while the probability for mutation was 0.3.

Table 1. Cost parameter values for the case study.

Cost Source Symbol Values

Paracetamol α1 0.90 US $/mol 1

Trays α2 0.50 US $ 2

Solvent α3 0.40 US $/mol 3

Incineration α4 0.050 US $/mol 2

Cooling water α5 6.5 × 10−7 US $/kJ 4

Hot steam α6 3.2 × 10−6 US $/kJ 4

1 Estimated commercial price from public source (Lepro Pharma Compass); 2 Assumed to be in the same
order of magnitude with other costs; 3 Estimated commercial price from public source (Icis Company);
4 Biegler et al. (1997) [33].
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4. Results

The genetic algorithm belongs to the family of stochastic algorithms, which cannot guarantee
the convergence to the global optimum. Thus, we performed the calculation several times in order
to achieve the near global optimal solution. The evolution of the fitness values from a typical run
is illustrated by Figure 5. The red dotted curve and the blue curve show the best and the average
fitness values for each generation, respectively. It can be seen that the convergence is very fast at the
beginning with steadily increasing best and average values, which, however, begin to level off after
about 10 generations. In order to avoid convergence to local optima, a disturbance was provided
in the 18th and 19th generation by increasing the evolution operation probabilities to one. As a
result, both the best and the average fitness values decreased substantially. The introduction of the
disturbance increases the diversity of the population and may help to converge to a better fitness
value. In the example provided in Figure 5, the best fitness value still remained the same after the
second convergence.
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The maximum identified objective function value for P1 was 0.138, which was tested by several
runs and corresponds to a distillation column design with one partial reboiler, one feed stage, and one
total condenser (Figure 6). This design enables a sharp separation between the optimal solvent and
anti-solvent pair, while the cost for additional trays apparently exceeds the merits on improving the
separation efficiency. The best solvent and anti-solvent were DMSO and t-butyl acetate, respectively,
whose PC-SAFT parameters are reported elsewhere [21]. From the composition of the crystallizer
inlet, it is clear that DMSO has a high solubility for paracetamol. The mole fraction of paracetamol
was reduced by two orders of magnitude after mixing with the make-up and recycle anti-solvent
streams, which enabled a high crystal product yield. Furthermore, the optimal solvent and anti-solvent
pair did not only allow for a high crystallization yield, but also for a sharp separation in a compact
distillation column such that the recycle stream contained 97% anti-solvent. Most of the anti-solvent
can be recycled, and dilution from recycling feed solvent is limited. Consequently, only a small amount
of make-up anti-solvent needs to be provided and crystallization yield is high.
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The economics of the case study lead to a high throughput of the distillation column with high
energy input at optimal conditions. In particular, the distillate flow rate is more than six times larger
than the API feed flow rate, and none of the condensed vapor is sent back to the column as reflux.
This large recycle flow rate enables a substantial drop in solubility, thus increasing the crystal yield,
and the absence of reflux helps to decrease the operating load of the column, and the energy costs
are thus reduced. This type of operation for the distillation column is possible because the identified
optimal solvent and anti-solvent pair have a high relative volatility, which stresses the importance of
optimizing the solvent types and process simultaneously. In conclusion, the simultaneous optimization
of solvent types and process conditions demonstrates that for the adopted economic parameters,
a solvent and anti-solvent pair can be found for which the recycling of anti-solvent is economically
favorable, which is the result of low utility costs compared with raw material costs.

5. Conclusions

A hybrid stochastic-deterministic optimization framework was developed for the simultaneous
solvent selection and process optimization of a continuous anti-solvent crystallization process with
solvent recycling through multi-stage distillation. The PC-SAFT model was applied for the prediction
of various thermodynamic and caloric properties for phase equilibria and energy balance calculations.
The optimization framework had two nested layers. In the inner layer, the continuous mapping
method was applied for solvent optimization within a given process structure and fixed operating
conditions, so that the original MINLP problem can be converted into an NLP problem and solved
deterministically. In the outer layer, a genetic algorithm is applied for the optimization of the process
structure and operating conditions, which provides a promising alternative solution to the deterministic
algorithms for such process optimization involving complex process models and highly non-linear
and non-convex thermodynamic equations.

The proposed optimization method allows for the use of an economic objective function,
which reflects revenues from a product stream and costs associated with the use of raw materials,
waste, energy, and equipment. In view of the large number of solvents that are routinely used in the
pharmaceutical industry and the combinatorial nature of solvent selection for mixtures, the proposed
method may also support faster process development by identifying candidate solvent pairs and
processes during early process development stages.



Processes 2020, 8, 63 11 of 12

Author Contributions: J.W.—conceptualization, methodology, investigation, manuscript drafting; L.Z.—review
and editing, funding acquisition; R.L.—conceptualization, review and editing. All authors have read and agreed
to the published version of the manuscript.

Funding: We gratefully acknowledge the financial support of the NSFC-Zhejiang Joint Fund (No. U1509209) and
the National Key Research and Development Program of China (No. 2017YFB0603703).

Conflicts of Interest: The authors declare no conflicts of interest.

References

1. Chen, J.; Sarma, B.; Evans, J.M.B.; Myerson, A.S. Pharmaceutical Crystallization. Cryst. Growth Des. 2011,
11, 887–895. [CrossRef]

2. Diab, S.; Gerogiorgis, D.I. Process Modeling, Simulation, and Technoeconomic Evaluation of Separation
Solvents for the Continuous Pharmaceutical Manufacturing (CPM) of Diphenhydramine. Org. Process. Res.
Dev. 2017, 21, 924–946. [CrossRef]

3. Wang, J.; Li, F.; Lakerveld, R. Process intensification for pharmaceutical crystallization. Chem. Eng. Process.
Process. Intensif. 2018, 127, 111–126. [CrossRef]

4. Mascia, S.; Heider, P.L.; Zhang, H.; Lakerveld, R.; Benyahia, B.; Barton, P.I.; Braatz, R.D.; Cooney, C.L.;
Evans, J.M.B.; Jamison, T.F.; et al. End-to-End Continuous Manufacturing of Pharmaceuticals: Integrated
Synthesis, Purification, and Final Dosage Formation. Angew. Chem. 2013, 125, 12585–12589. [CrossRef]

5. Lee, S.L.; O’Connor, T.F.; Yang, X.; Cruz, C.N.; Chatterjee, S.; Madurawe, R.D.; Moore, C.M.V.; Yu, L.X.;
Woodcock, J. Modernizing Pharmaceutical Manufacturing: From Batch to Continuous Production. J. Pharm.
Innov. 2015, 10, 191–199. [CrossRef]

6. Benyahia, B.; Lakerveld, R.; Barton, P.I. A Plant-Wide Dynamic Model of a Continuous Pharmaceutical
Process. Ind. Eng. Chem. Res. 2012, 51, 15393–15412. [CrossRef]

7. Lakerveld, R.; Benyahia, B.; Braatz, R.D.; Barton, P.I. Model-based design of a plant-wide control strategy for
a continuous pharmaceutical plant. AIChE J. 2013, 59, 3671–3685. [CrossRef]

8. Patrascu, M.; Barton, P.I. Optimal Dynamic Continuous Manufacturing of Pharmaceuticals with Recycle.
Ind. Eng. Chem. Res. 2019, 58, 13423–13436. [CrossRef]

9. Burger, J.; Papaioannou, V.; Gopinath, S.; Jackson, G.; Galindo, A.; Adjiman, C.S. A hierarchical method to
integrated solvent and process design of physical CO2absorption using the SAFT-γ Mie approach. AIChE J.
2015, 61, 3249–3269. [CrossRef]

10. Papadopoulos, A.I.; Linke, P. Multiobjective molecular design for integrated process-solvent systems
synthesis. AIChE J. 2006, 52, 1057–1070. [CrossRef]

11. Bardow, A.; Steur, K.; Gross, J. Continuous-Molecular Targeting for Integrated Solvent and Process Design.
Ind. Eng. Chem. Res. 2010, 49, 2834–2840. [CrossRef]

12. Hostrup, M.; Harper, P.M.; Gani, R. Design of environmentally benign processes: Integration of solvent
design and separation process synthesis. Comput. Chem. Eng. 1999, 23, 1395–1414. [CrossRef]

13. Karunanithi, A.T.; Acquah, C.; Achenie, L.E.; Sithambaram, S.; Suib, S.L. Solvent design for crystallization of
carboxylic acids. Comput. Chem. Eng. 2009, 33, 1014–1021. [CrossRef]

14. Modarresi, H.; Conte, E.; Abildskov, J.; Gani, R.; Crafts, P. Model-Based Calculation of Solid Solubility for
Solvent Selection A Review. Ind. Eng. Chem. Res. 2008, 47, 5234–5242. [CrossRef]

15. Tung, H.-H.; Tabora, J.; Variankaval, N.; Bakken, D.; Chen, C.-C. Prediction of Pharmaceutical Solubility Via
NRTL-SAC and COSMO-SAC. J. Pharm. Sci. 2008, 97, 1813–1820. [CrossRef]

16. Watson, O.L.; Galindo, A.; Jackson, G.; Adjiman, C.S. Computer-aided Design of Solvent Blends for the
Cooling and Anti-solvent Crystallisation of Ibuprofen. Comput. Aided Chem. Eng. 2019, 46, 949–954.

17. Chen, J.; Trout, B.L. Computer-Aided Solvent Selection for Improving the Morphology of Needle-like
Crystals: A Case Study of 2,6-Dihydroxybenzoic Acid. Cryst. Growth Des. 2010, 10, 4379–4388. [CrossRef]

18. Teoh, S.K.; Rathi, C.; Sharratt, P. Practical Assessment Methodology for Converting Fine Chemicals Processes
from Batch to Continuous. Org. Process. Res. Dev. 2015, 20, 414–431. [CrossRef]

19. Ooi, J.; Ng, D.K.S.; Chemmangattuvalappil, N.G. A Systematic Molecular Design Framework with the
Consideration of Competing Solvent Recovery Processes. Ind. Eng. Chem. Res. 2019, 58, 13210–13226.
[CrossRef]



Processes 2020, 8, 63 12 of 12

20. Papadakis, E.; Tula, A.K.; Gani, R. Solvent selection methodology for pharmaceutical processes: Solvent
swap. Chem. Eng. Res. Des. 2016, 115, 443–461. [CrossRef]

21. Wang, J.; Lakerveld, R. Integrated solvent and process design for continuous crystallization and solvent
recycling using PC-SAFT. AlChE J. 2018, 64, 1205–1216. [CrossRef]

22. Gross, J.; Sadowski, G. Perturbed-chain SAFT: An equation of state based on a perturbation theory for chain
molecules. Ind. Eng. Chem. Res. 2001, 40, 1244–1260. [CrossRef]

23. Stavrou, M.; Lampe, M.; Bardow, A.; Gross, J. Continuous Molecular Targeting–Computer-Aided Molecular
Design (CoMT–CAMD) for Simultaneous Process and Solvent Design for CO2 Capture. Ind. Eng. Chem. Res.
2014, 53, 18029–18041. [CrossRef]

24. Wang, J.; Lakerveld, R. Integrated Solvent and Process Optimization Using PC-SAFT for Continuous
Crystallization with Energy-intensive Solvent Separation for Recycling. Comput.-Aided Chem. Eng. 2018,
44, 1051–1056.

25. Ruether, F.; Sadowski, G. Modeling the Solubility of Pharmaceuticals in Pure Solvents and Solvent Mixtures
for Drug Process Design. J. Pharm. Sci. 2009, 98, 4205–4215. [CrossRef]

26. Spyriouni, T.; Krokidis, X.; Economou, I.G. Thermodynamics of pharmaceuticals: Prediction of solubility in
pure and mixed solvents with PC-SAFT. Fluid Phase Equilibria 2011, 302, 331–337. [CrossRef]

27. Karunanithi, A.T.; Achenie, L.E.; Gani, R. A computer-aided molecular design framework for crystallization
solvent design. Chem. Eng. Sci. 2006, 61, 1247–1260. [CrossRef]

28. Quesada, I.; Grossmann, I.E. An LP/NLP based branch and bound algorithm for convex MINLP optimization
problems. Comput. Chem. Eng. 1992, 16, 937–947. [CrossRef]

29. Kocis, G.R.; Grossmann, I.E. Computational experience with DICOPT solving MINLP problems in process
systems engineering. Comput. Chem. Eng. 1989, 13, 307–315. [CrossRef]

30. Yeomans, H.; Grossmann, I.E. Disjunctive Programming Models for the Optimal Design of Distillation
Columns and Separation Sequences†. Ind. Eng. Chem. Res. 2000, 39, 1637–1648. [CrossRef]

31. Whitley, D. A genetic algorithm tutorial. Stat. Comput. 1994, 4, 65–85. [CrossRef]
32. Granberg, R.A.; Rasmuson, Å.C. Solubility of Paracetamol in Pure Solvents. J. Chem. Eng. Data 1999,

44, 1391–1395. [CrossRef]
33. Biegler, L.T.; Grossmann, I.E.; Westerberg, A.W. Systematic Methods for Chemical Process Design; Prentice Hall:

Upper Saddle River, NJ, USA, 1997.
34. WHO Collaborating Centre for Drug Statistics Methodology. ACT/DDD Index. Available online: http:

//www.whocc.no/atcddd/ (accessed on 1 May 2018).
35. Drud, A. CONOPT: A GRG code for large sparse dynamic nonlinear optimization problems. Math. Program.

1985, 31, 153–191. [CrossRef]

© 2020 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC BY) license (http://creativecommons.org/licenses/by/4.0/).

Powered by TCPDF (www.tcpdf.org)

http://www.tcpdf.org

