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ABSTRACT
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Advanced analysis and design methods for preparative chromatographic separation
processes
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Diss. Lappeenranta University of Technology
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Preparative liquid chromatography is one of the most selective separation techniques in the
fine chemical, pharmaceutical, and food industries. Several process concepts have been
developed and applied for improving the performance of classical batch chromatography. The
most powerful approaches include various single-column recycling schemes, counter-current
and cross-current multi-column setups, and hybrid processes where chromatography is
coupled with other unit operations such as crystallization, chemical reactor, and/or solvent
removal unit. To fully utilize the potential of stand-alone and integrated chromatographic
processes, efficient methods for selecting the best process alternative as well as optimal
operating conditions are needed.

In this thesis, a unified method is developed for analysis and design of the following single-
column fixed bed processes and corresponding cross-current schemes: (1) batch
chromatography, (2) batch chromatography with an integrated solvent removal unit, (3)
mixed-recycle steady state recycling chromatography (SSR), and (4) mixed-recycle steady
state recycling chromatography with solvent removal from fresh feed, recycle fraction, or
column feed (SSR-SR). The method is based on the equilibrium theory of chromatography
with an assumption of negligible mass transfer resistance and axial dispersion. The design
criteria are given in general, dimensionless form that is formally analogous to that applied
widely in the so called triangle theory of counter-current multi-column chromatography.

Analytical design equations are derived for binary systems that follow competitive Langmuir
adsorption isotherm model. For this purpose, the existing analytic solution of the ideal model
of chromatography for binary Langmuir mixtures is completed by deriving missing explicit
equations for the height and location of the pure first component shock in the case of a small
feed pulse. It is thus shown that the entire chromatographic cycle at the column outlet can be
expressed in closed-form.

The developed design method allows predicting the feasible range of operating parameters
that lead to desired product purities. It can be applied for the calculation of first estimates of
optimal operating conditions, the analysis of process robustness, and the early-stage
evaluation of different process alternatives.

The design method is utilized to analyse the possibility to enhance the performance of
conventional SSR chromatography by integrating it with a solvent removal unit. It is shown
that the amount of fresh feed processed during a chromatographic cycle and thus the



productivity of SSR process can be improved by removing solvent. The maximum solvent
removal capacity depends on the location of the solvent removal unit and the physical solvent
removal constraints, such as solubility, viscosity, and/or osmotic pressure limits. Usually, the
most flexible option is to remove solvent from the column feed.

Applicability of the equilibrium design for real, non-ideal separation problems is evaluated by
means of numerical simulations. Due to assumption of infinite column efficiency, the
developed design method is most applicable for high performance systems where
thermodynamic effects are predominant, while significant deviations are observed under
highly non-ideal conditions.

The findings based on the equilibrium theory are applied to develop a shortcut approach for
the design of chromatographic separation processes under strongly non-ideal conditions with
significant dispersive effects. The method is based on a simple procedure applied to a single
conventional chromatogram. Applicability of the approach for the design of batch and
counter-current simulated moving bed processes is evaluated with case studies. It is shown
that the shortcut approach works the better the higher the column efficiency and the lower the
purity constraints are.

Keywords: batch chromatography, steady state recycling, cross-current, solvent
removal, equilibrium theory, binary separation, process design

UDC 543.544:66.011:547:004.942
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NOMENCLATURE

Symbols

A
Acol
Amemb
An
an
Bi
Bs
C
Dax
Deol
EC
=

H

h

Ji
Js
K

Ncol
Ncol,tot
NTP

n

p
PR
Q
q
g™

gij
R
T

t

coefficient matrix defined by A = [aj + Fqij], -

column cross-sectional area, m?

membrane area, m?

area of section n in Fig. 8, (mol s)/m® or (kg s)/m3

coefficient of the n"-order term in Eq. (27), -

solute permeability, m3/(m? s)

solvent permeability, m%/(m? s Pa)

concentration in the fluid phase, mol/m? or kg/m?®

axial dispersion coefficient, m?/s

column diameter, m

specific eluent consumption, m3/mol or m%/kg

phase ratio, -

Henry constant, -

an auxiliary parameter defined by h = (H1K2)/(H2K3), -

solute flux, mol/(m? s) or kg/(m? s)

solvent flux, m3/(m? s)

equilibrium parameter, m%mol or m%/kg

dimensionless solvent removal capacity defined by Eqg. (55), -

mass transfer coefficient, 1/s

column length, m

loading factor, -

dimensionless end of product fraction B defined by Eg. (50), -
dimensionless beginning of product fraction B defined by Eq. (51), -
dimensionless end of product fraction A defined by Eq. (52), -
dimensionless beginning of product fraction A defined by Eq. (53), -
volume of fraction j with respect to the volume of the stationary phase, -
saturation capacity of the adsorbent, mol/m? or kg/m?

number of columns, -

total number of columns in a multi-column process, -

number of theoretical plates in a chromatographic column determined under
linear conditions for the less strongly adsorbed component, -
amount of solute, mol or kg

purity, -

productivity, mol/(s m®) or kg/(s m®)

volumetric flow rate, m¥%s

concentration in the stationary phase, mol/m? or kg/m®

stationary phase concentration that is in equilibrium with the fluid phase,
mol/m?® or kg/m?®

partial derivative of adsorption isotherm gi; = 60i*%/dc;

gas constant, J/(mol K)

temperature, K

time, s



to elution time of a non-retained component, s

t* switch time, s

u interstitial velocity, m/s

v volume, m®

Veol column volume, m3

X spatial coordinate, m

Xcol width of cross-current true moving bed unit, m
Y yield, -

y spatial coordinate, m

Greek letters

o separation factor, -

r characteristic of a simple wave, -

APmemb transmembrane pressure, Pa

Ateycle cycle time, s

Atr duration of a feed pulse, s

Ar osmotic pressure, Pa

& total void fraction of the bed, -

¢ slope of characteristic in the hodograph plane, -

slope of I'+ characteristic that passes through the steady state feed composition
when no pure products are recycled, -

n an auxiliary parameters defined by Eq. (76), -
shock wave, -
aij Kronecker delta, -
10) characteristic parameter defined by Egs. (18) and (19), -

Subscripts and superscripts

1,2 components to be separated

A first product fraction

Al beginning of product fraction A

A2 end of product fraction A

B second product fraction

Bl beginning of product fraction B

B2 end of product fraction B

C limit C

col chromatographic column

cycle chromatographic cycle

design design chromatogram in shortcut design
E eluent

El end of elution profile of component 1
E2 end of elution profile of component 2
F column feed

FF fresh feed



R’
R1

R2
ret,feed
ret,rec
ret,tot
S

SR

SSR

X

y
+

Acronyms

AC
CMC
SMB
SSR
SSR-SR

concentrated fresh feed

component index

inlet of reservoir

fraction index or reservoir index

liquid phase

maximum value

membrane

minimum value

mixture of fresh feed and recycle fraction
outlet of reservoir

permeate

recycle fraction

concentrated recycle fraction

beginning of elution profile of component 1
beginning of elution profile of component 2
retentate that is fed from the membrane unit to the column feed tank
retentate that is recycled

total retentate

solid phase

solvent removal

steady state recycling chromatography without solvent removal
spatial direction x

spatial direction y

faster wave or shock

slower wave or shock

annular chromatography

carousel multi-column

simulated moving bed

steady state recycling

steady state recycling with solvent removal
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1 INTRODUCTION

Preparative liquid chromatography is a highly developed separation technique that is
successfully applied to numerous difficult separation tasks in the pharmaceutical, fine
chemical, and food industries. Typical examples are isolation and purification of enantiomers,
other isomers, sugars, and proteins.

To meet the diverse industrial needs, several process configurations have been developed and
applied. They can be roughly categorized to single-column fixed bed techniques, such as
classical batch chromatography and various recycling schemes, to continuous counter-current
multi-column techniques, such as simulated moving bed chromatography (SMB) and its
several modifications, and to continuous cross-current techniques, such as carousel multi-
column setup (CMC) and annular chromatography (AC).

The fixed bed batch chromatography is a common setup in many fine chemical and
pharmaceutical applications because it is versatile, provides multiple product fractions, and
assures rapid method development. The simplicity of the concept is counter-balanced by low
productivity, high eluent consumption, and/or low recovery yield. The performance of batch
process can be enhanced by employing different single-column recycling or multi-column
SMB techniques. The most promising recycling concept is steady state recycling
chromatography (SSR). It that can be operated in different injection modes such as mixed-
recycle [1], closed-loop [2], or segmented-recycle mode [3, 4]. The counter-current SMB
process provides a continuous feed flow and high performance but is rather complex and has
high investment costs. The classical four-section SMB scheme is the most studied
configuration, but several extensions and modifications have been developed, for example,
asynchronous port switching [5, 6], modulation of the flow rates [7-12] or the feed
concentration [13, 14], gradient operation [15-17], setups with more [18, 19] or less [20-23]
than four sections, and single-column analogies [24-26]. The SMB technique is applied
widely for the separation of sugars [27], petrochemicals [28], and fine chemicals, particularly
enantiomers of chiral compounds [29]. As to the cross-current concepts, the CMC setup is
utilized, for example, in continuous ion exchange [30, 31] and solvent gradient [32]
applications. The annular chromatography, in contrast, has not gained an industrial
breakthrough due to rather complex implementation and/or negligible performance benefit
compared to the batch process [33].

One of the most promising approaches to enhance the performance of chromatographic
separations is process integration where two or more unit operations are combined. Many
potential chromatography-based hybrid concepts have been proposed such as coupling of
chromatography with crystallization, chemical reactor, and/or solvent removal unit.
Integration of chromatography with crystallization allows operating the chromatographic step
such that only a partial enrichment of the purity is required [34-42]. This leads to higher
productivity and lower eluent consumption. Combining separation with a chemical reactor has
the advantage to achieve 100% vyield of the target component even in the cases where the
reaction equilibrium is not beneficial. The possible approaches can be categorized to
conventional separator-reactor-recycle systems [43-46], partially integrated processes with
side reactors [47], and fully integrated processes with reaction and separation within the same
unit [48-50]. As to the solvent removal, membrane filtration or evaporation can be used to
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concentrate the internal process streams, and thus enhance the performance of single-column
[51], multi-column [52, 53], as well as coupled [44-46, 54, 55] separations.

The design of stand-alone chromatographic separations as well as chromatography-based
hybrid processes is challenging due to complex, non-linear dynamics that leads to interactions
between the independent process variables. A wide range of models with different levels of
complexity are commonly employed in different steps of process development. Simplified
models are typically used for estimation of the preliminary operating parameters and early-
stage evaluation of the process performance, whereas detailed models are applied for
simulation and optimization purposes.

As to the simplified process models, so called equilibrium theory of chromatography [56-60]
has provided particularly good results, and established itself as a standard design tool. Within
the frame of the theory, the propagation of the concentration states in the column are
described by considering phase equilibrium and convection only, while mass transfer
resistance and axial dispersion are neglected. The model forms a system of partial differential
equations that can be solved by the method of characteristics leading in many cases of interest
to simple algebraic equations. The theory provides an understanding of the main features of
the non-linear column dynamics such as formation and propagation of concentration shocks,
dispersive waves, and their interactions for single, binary, as well as multi-component
systems.

The equilibrium theory based triangle method, developed by Storti et al. [61], has been widely
used for the design of counter-current multi-column SMB applications both in the academia
and industry. The method allows predicting the optimal values of the main operating
parameters for a given separation task. Moreover, it specifies a feasible range of operating
parameters leading to pure products, which help to analyse the process robustness and the
influence of different process variables on the separation performance. The theory has been
elaborated for most of the relevant types of adsorption isotherms [62-69], for less than 100%
purity constraints [70, 71], and for modified SMB techniques such as gradient operation [16,
72-74], three fraction separations [75], and operation with non-constant flow rates [76, 77]. In
addition, it has been used for the design of coupled process configurations, such as
combination of SMB unit with crystallization [39], bioreactor [44], or partial solvent removal
[53].

As to the design of fixed bed chromatographic processes, the equilibrium theory has been
applied by several authors for predicting the optimal operating parameters of different process
schemes. Golshan-Shirazi and Guiochon [78] have derived explicit equations for batch
chromatography to estimate the feed loading and cut times that lead to complete separation of
the feed mixture, i.e. touching band operation. They provided also analytical equations to
calculate the optimal operating parameters that correspond to arbitrary purity constraints when
generation of waste fraction is allowed. The methods hold for binary systems that follow
competitive Langmuir isotherm model. In addition, the analytical solution of the ideal model
has been used for optimization of batch chromatography under practically relevant non-ideal
conditions by combining it with a simple model of band broadening (e.g. [79, 80]).
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Bailly and Tondeur [1] have employed the equilibrium theory for the design of mixed-recycle
SSR chromatography to predict the optimal cut times leading to 100% product purities and
recovery yields. Later, Sainio and Kaspereit [81] extended the method for less than 100%
purity constraints, and provided a shortcut design approach for non-ideal conditions too [82].

The characteristic features of cross-current chromatographic processes have been analysed in
[83-86]. It has been shown that the cross-current chromatography is formally analogous to the
classical one-dimensional time dependent fixed bed process when the dispersion in the
direction of the solid flow is neglected. This means that the design methods developed
originally for the fixed processes can be applied for corresponding cross-current concepts as
well.

One of the main research gaps related to the design of preparative chromatographic
separations is that the design approaches developed so far for fixed bed, cross-current, and
counter-current processes, including the calculation procedure and the way of representing the
results, are quite different from each other. For example, the triangle theory of counter-current
chromatography allows predicting the entire range of feasible operating parameters, whereas
in the cases of fixed bed and cross-current concepts, the discussion is often limited to the
choice of the optimal operating conditions only. This shortcoming has made it difficult to
generalize the information related to choice of feasible operating parameters for one
chromatographic configuration to the design of other process schemes and to analyse the
robustness of fixed bed and cross-current schemes.

In addition to this, there is an obvious need for powerful tools for designing hybrid
chromatography-based separation concepts. The full potential of coupled processes can be
exploited only if both the optimal process configuration and the ideal operating conditions are
chosen. This is a challenging task, especially, in the case of integrated processes with internal
recycle streams due to interactions between the coupled units that affect the process
performance and robustness. The focus of this work is on hybrid schemes where the
performance of stand-alone fixed bed or cross-current chromatography is enhanced by
integrating it with a solvent removal unit. The equilibrium theory of chromatography has not
been applied for the design of such process concepts until now.
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2 OBJECTIVES AND SCOPE OF THE THESIS

2.1 Aims of the work

The main objective of this thesis is to create a unified, theoretical frame for the analysis and
design of stand-alone single-column and cross-current multi-column chromatographic
processes as well as their combinations with an integrated solvent removal unit. For this
purpose, the equilibrium theory of chromatography is applied to derive analytical equations
for calculating the operating boundaries of various process schemes. The design criteria are
given in general, dimensionless form that is formally analogous to that applied in the
established triangle theory of counter-current chromatographic processes. The developed
design method is applicable for (1) selecting the optimal and robust operating conditions, (2)
analysing the influence of different process parameters on the separation performance, and (3)
understanding similarities and differences between various chromatographic process schemes.

The developed design method is applied to analyse the possibility to enhance the performance
of stand-alone chromatographic separation by coupling it with an integrated solvent removal
unit. The focus is on mixed-recycle SSR chromatography where the internal process streams
are concentrated by partially removing solvent from them. The process concept will
henceforth be abbreviated as SSR-SR. Three alternative SSR-SR configurations, where
solvent is removed from the fresh feed, from the recycle fraction, or from the column feed
that is obtained by mixing the fresh feed and the recycle fraction, are compared with
conventional SSR chromatography and batch process with or without solvent removal.

In addition to the design method based on the equilibrium theory of chromatography, a
shortcut approach is developed for the design of chromatographic separations under strongly
non-ideal conditions. The method allows predicting first estimates of optimal operating
parameters based on a simple procedure applied to a single conventional chromatogram. The
applicability of the approach for the design of batch and counter-current SMB processes is
evaluated by means of numerical simulations.

2.2 Scope and limitations

The design method based on the equilibrium theory of chromatography is limited to isocratic
operation of the following chromatographic process configurations: (1) batch
chromatography, (2) batch chromatography with solvent removal from fresh feed, (3) mixed-
recycle steady state recycling chromatography, (4) mixed-recycle steady state recycling
chromatography with solvent removal from fresh feed, recycle fraction, or column feed, and
(5) cross-current chromatography and its modifications that corresponds to the above single-
column schemes. The equilibrium design of counter-current SMB units is briefly discussed as
a reference.

The analytical design equations derived in the present work holds under ideal conditions for
systems that follow competitive Langmuir adsorption isotherm model. The proposed set of
dimensionless design criteria, however, is generally applicable also for other isotherm models
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and non-ideal conditions. The influence of finite column efficiency on the feasibility of the
equilibrium design is briefly discussed with two cases studies.

The shortcut design approach is applicable for the design of stand-alone chromatographic
separations under non-ideal conditions. It does not require a dynamic process model and can
be applied without knowledge of adsorption isotherm parameters. The method is valid in
general for all convex (favourable) and concave (unfavourable) isotherms for which no
inflection points or selectivity reversal exist.

Both the design methods are applicable for binary separations under arbitrary purity and/or
yield constraints as far as no waste fraction is generated. The discussion is limited to so-called
restrictive design, i.e. it is assumed that the consecutive chromatograms do not overlap. The
bypass aspect, studied in [87], where a part of the feed mixture is overpurified in the
chromatographic step and the resulting fractions are blended with fresh feed to match the
target purities is not taken into account here.

2.3 Outline

This thesis is based on six scientific journal publications given as appendices. At the
beginning of the thesis, basic principles of the process configurations studied in this work are
briefly described in Chapter 3. The fundamentals of the applied process models are then
reviewed in Chapter 4. The main focus is on the equilibrium theory of chromatography.
Special attention has been paid to the novel explicit equations of the height and position of the
first component shock derived in Paper I1.

The design method based on the equilibrium theory developed in Papers | and HI-V is
summarized in Chapter 5. The design objectives as well as the unified, dimensionless set of
design parameters are given in Chapter 5.1. The procedure to calculate the feasible range of
operating parameters corresponding to arbitrary purity and solvent removal constraints is
described in Chapters 5.2 and 5.3. Selection of optimal operating parameters, considered in
Papers -V, and selection of robust operating parameters, considered in Paper VI, are
discussed in Chapters 5.4 and 5.5, respectively.

The applicability of the design method is demonstrated in Chapter 6 with two case studies.
The separation of EMD 53986 enantiomers and the separation of mandelic acid enantiomers
are used as model systems. The performance comparison of batch and SSR processes with or
without an integrated solvent removal unit under ideal conditions is shown in Chapters 6.1.1
and 6.2.1, and the influence of finite column efficiency on the design of different process
configurations is analysed in Chapters 6.1.2 and 6.2.2.

Finally, the shortcut approach proposed in Papers 111 and V for the design of chromatographic
separation processes under strongly non-ideal conditions is reviewed in Chapter 7. The
calculation procedure is described in Chapter 7.1, and the applicability of the approach for the
design of batch and counter-current SMB units is demonstrated in Chapters 7.2 and 7.3,
respectively.
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3 PROCESS CONFIGURATIONS

3.1 Batch chromatography

Chromatographic separation is based on differences in the distribution of the target
components between a stationary and a mobile phase. In liquid chromatography, the solid
stationary phase is typically packed to a fixed bed column, and the sample components travel
through it in a carrier liquid called eluent. The migration velocity of each component depends
on its specific affinity towards the stationary phase. Retention of components may be caused
by different mechanisms, such as adsorption, complex formation, ion-exchange or ligand-
exchange, ion-exclusion or size-exclusion, or interactions between the solutes.

A schematic setup of classical elution mode batch chromatography is displayed in Fig. 1a. At
given time intervals, the selection valve is switched to introduce a pulse of fresh feed mixture
into the column. After the desired volume of the feed pulse, Vr, is realized, the selection valve
is switched back to the eluent to elute the feed pulse, and the solutes propagate through the
column with different velocities. At the column outlet, the fractionation valve is used to
collect the products in independent vessels.

(a) Batch (b) SSR
E

Feed
reservoir

-0 Selection

valve F Selection
'a
b oé > Valve

Column
Column
R
e (P—-—-» Product A
ractiona-
tion valve '--—F-r-a-ca(;r;-ﬁ)----» Product A
s ProdictB tion valve
t————> Product B

Fig. 1.  Schematic setup of (a) batch chromatography and (b) mixed-recycle SSR
chromatography. E, eluent; FF, fresh feed; F, column feed; R, recycle fraction.
Solid line: continuous flow. Dashed line: discontinuous flow.

Batch chromatography can be used for separation of both binary and multi-component
mixtures. Different fraction collection strategies can be applied depending on if generation of
waste fraction is allowed or not. In this work, only binary separation without generation of
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waste fraction is discussed. An example of the fraction collection at the column outlet is
illustrated in Fig. 2. The actual chromatographic cycle starts at time ta; when the less strongly
retained component begins to elute. The column effluent is directed to product fraction A to
collect the pure leading section of the chromatogram containing an excess of component 1.
When the generation of waste fraction is not allowed, the end of the product fraction A, taz, is
equal to the beginning of the product fraction B, tsi. After tg1, the product B containing an
excess of the more retained component 2 is collected until the chromatogram is eluted
completely at time tg>.

product 4 product B

—_— C

—_— C

concentration

Al A2 B2

time

Fig. 2. Individual elution profiles and fraction collection in batch chromatography.

3.2 Steady state recycling chromatography

In steady state recycling chromatography (SSR), shown in Fig. 1b, the volume of the feed
pulse is typically larger than in batch process. This leads to only partial separation of the feed
mixture. The pure leading and trailing sections of the effluent profile are collected as
products, while the unresolved middle zone is recycled. In the mixed-recycle mode, the whole
recycle fraction is collected in the feed reservoir, mixed with fresh feed, and then introduced
back into the column. Repeating the above procedure forces the process into a periodic steady
state in which the column feed concentrations, the elution profiles, and thus the average
product compositions do not vary from cycle to cycle.

The start-up behaviour of a mixed-recycle SSR process depends on the initial state of the feed
reservoir. An example of the process start-up with a full injection of fresh feed is illustrated in
Fig. 3. It is seen that several cycles are required to achieve a periodic steady state. The start-
up can be accelerated by initiating the process with a diluted fresh feed or a solution whose
composition corresponds to the steady-state feed [81].
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Al A2 Bl B2
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Fig. 3.  Start-up behaviour and fraction collection in mixed-recycle SSR chromatography.
The diagram shows an overlay of the individual concentration profiles at column
outlet for cycles 1-30. Thick solid lines: concentration profiles at steady state
(cycle 30).

3.3 Integration of a solvent removal unit with batch and SSR chromatography

The maximum performance in preparative chromatographic separation is typically achieved
when the feed concentrations into the chromatographic unit are high [33]. In batch process,
the fresh feed mixture can be concentrated by partially removing solvent from it. The solvent
can be removed by using, for example, membrane filtration or evaporation. A schematic setup
of the process configuration is illustrated in Fig. 4a.

As to the mixed-recycle SSR process, the steady state feed concentrations into the column can
be increased by removing solvent either from the fresh feed or from the internal recycle
streams. In this work, the design, performance, and robustness of the following three SSR-SR
configurations are studied:

1) Solvent is removed from the fresh feed (Fig. 4b).
1)) Solvent is removed from the recycle fraction (Fig. 4c).

) Solvent is removed from the actual feed solution into the column which is
obtained by mixing the fresh feed and the recycle fraction (Fig. 4d).

In all three options, the system approaches a cyclic steady state when the amount of removed
solvent as well as the amount of fresh feed introduced into the process during a
chromatographic cycle are kept constant. The removed solvent can be used as eluent to reduce
the need of fresh eluent provided that the removed solvent is pure.
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Fig. 4.

Schematic setup of (a) batch chromatography with solvent removal from fresh

feed, (b) SSR-SR configuration | (solvent is removed from fresh feed), (c) SSR-
SR configuration Il (solvent is removed from recycle fraction), (d) SSR-SR
configuration Il (solvent is removed from mixed fraction). E, eluent; FF, fresh
feed; FF’, concentrated fresh feed; F, column feed; R, recycle fraction, R’,
concentrated recycle fraction; F’’, mixed fraction. Solid line: continuous flow.
Dashed line: discontinuous flow.
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The solvent removal methods are typically continuous by nature, whereas the fixed bed
chromatography is operated in a discontinuous manner. For this reason, intermediate buffer
reservoirs are needed to ensure a continuous feed flow to the solvent removal unit and a
discontinuous feed flow to the chromatographic unit.

The solvent removal unit can be operated either in single-pass mode or in feed and bleed
mode where only a part of the concentrated solution is bled continuously from the unit, while
the rest is recycled back to the unit inlet. The feed and bleed mode is commonly used in
membrane applications, because it allows maintaining high and constant cross-flow velocity
across the membrane to prevent concentration polarization irrespective of other process
parameters which can vary with time or feed composition.

In addition to single-pass and feed and bleed modes, there exist also a third way to implement
the solvent removal step. It is possible to direct the concentrated solution from the outlet of
the solvent removal unit back to the feed tank of the unit. This reduces the number of needed
reservoirs but causes back-dilution. Qualitatively, the theory discussed in this work is
applicable also for this kind of operation as well, but the back-dilution affects the absolute
amount of solvent that can be removed without violating solvent removal constraints, such as
solubility or viscosity limits.

3.4 Cross-current chromatography

Cross-current chromatography is a separation technique where continuous separation is
achieved by employing two spatial directions. The fluid phase flows in crosswise direction
with respect to the solid phase, which leads to time independent steady state. The true cross-
current operation can be implemented in rotating annular chromatography and simulated
cross-current operation in carousel multi-column setup. In practice, the carousel setup is more
feasible option because the implementation of annular technique is rather complex.

A carousel multi-column setup (Fig. 5) consists of a series of identical fixed bed columns.
The columns are operated parallel under the same conditions. The column node works
periodically such that in each time interval a certain number of columns are operated in the
loading mode and the remaining ones in the elution mode to assure a continuous fresh feed
delivery. This is realized by switching the fresh feed and eluent ports in equal time intervals.
The cross-current movement is mimicked better when the number of columns in the carousel
is large and the ports are switched at high frequency. The values of the fresh feed and the
product flow rates in the unit are multiplication of the corresponding flow rates in single batch
column.

As mentioned in Section 1, the two-dimensional cross-current chromatography is formally
analogous to the classical one-dimensional time dependent fixed bed process (see e.g. [84]).
Physically, the analogy is most obvious for the carousel type multi-column setup where each
individual column is operated in exactly the same way as a single column. For this reason,
also other single-column concepts, such as recycling and hybrid solvent removal techniques
described in Sections 3.2 and 3.3, can be easily implemented in cross-current mode as well.
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The process schemes are similar to those displayed in Figs. 1 and 4 with the difference that
the single-column chromatography is replaced by a cross-current setup.

Cross-current carousel chromatography

Fresh feed (FF) Eluent (E)
—> || — S| — || — || —>| 2
Direction E E E E E
ofport | 3 8 8 8 8
switching
Product B Product B Product A Product A Product B

Fig. 5.  Schematic setup of a cross-current carousel multi-column chromatography.

3.5  Counter-current chromatography

In counter-current chromatography, the fluid and solid phases flow in opposite directions. The
operation mode can be implemented continuously with the true moving bed (TMB) technique
or in a discontinuous manner by using the simulated moving bed (SMB) scheme. In practice,
however, the TMB mode is not feasible concept because the movement of the solid phase
causes mixing and attrition, and the SMB setup is preferred.

The classical SMB process consists of series of conventional fixed bed columns (Fig. 6a). The
inlet and outlet ports of the unit are switched periodically in the direction of the fluid phase to
mimic the continuous counter-current movement of the solid phase. The continuous
movement is simulated better when the number of fixed bed columns in the SMB unit is large
and the ports are switched at high frequency. The binary fresh feed mixture is fed
continuously between sections 2 and 3. The separation is carried out in the two central
sections, 2 and 3, where the less retained component 1 is conveyed to the product fraction A
(called raffinate) between sections 3 and 4, and the more retained component 2 to the product
fraction B (called extract) between sections 1 and 2. The eluent is introduced into section 1 to
regenerate the solid phase that is then recycled to section 4. The pure eluent that exist section
4 is recycled into section 1. The process is operated in cyclic steady state, in which the unit
exhibits the same time dependent behaviour during each time period between two successive
switches.

In addition to the conventional multi-column SMB setup, counter-current simulated moving
bed mode can be implemented by using only a single chromatographic column [24-26]. The
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single-column SMB analogue has one chromatographic column connected to a number of
tanks [24, 25] or plug-flow tubes [26] equal to the number of steps of the SMB cycle. These
allow recycling of the fluid phase in a pattern that mimics the multi-column SMB operation as
displayed in Fig. 6b. It has been shown that an ideal plug-flow single-column analogue is
theoretically indistinguishable from the equivalent multi-column SMB unit, and it thus
provides the same product purities as those of the analogous multi-column process [26]. In
practice, however, the product purities obtained in the single-column setup are often lower
due to mixing in the tanks or in the recycling tubes [24-26]. It is worth noting that the single-
column SMB analogue can be considered both as a counter-current simulated moving bed unit
and as a single-column recycling scheme, thus being an interesting link between single and
multi-column chromatographic processes.
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a) Counter-current simulated moving bed chromatography
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b) Single-column simulated moving bed analogue
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Fig. 6.  Schematic setup of (a) four-section counter-current multi-column simulated

moving bed chromatography and (b) four-section plug-flow single-column
simulated moving bed analogue with recycle lag.
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4 MATHEMATICAL MODELLING

4.1 Equilibrium theory of chromatography

4.1.1 Ideal model

The equilibrium theory is based on the ideal model of chromatography with the following
assumptions: (1) Axial dispersion and mass transfer resistance in the column are negligible.
(2) Conditions in the column are radially homogeneous. (3) Mobile phase flow rate is
constant along the column. (4) Isotherm parameters and bed porosity are constant along the
column. The mass balance for an individual component i in the fixed bed column is given by

u

L OC; 0 eq ) _ i
; 8y+at(ci+Fqi )_O fori=(12), (1)

where ¢; is the mobile phase concentration of solute i, g™ is the stationary phase
concentration that is in equilibrium with the fluid phase, F =(1—¢)/¢ is the phase ratio, with
¢ being the total void fraction of the bed, uyL is the interstitial velocity, t is the time, and y is

the column axial coordinate. The interstitial velocity is related to the volumetric flow rate of
the fluid phase in the column, Qcol, and to the retention time of a non-retained component, to,
as follows:

p= o L &)
Ayl ty

where Acol is the cross-sectional area of the column and Lco is the column length.

u

The discussion of this work is limited to binary systems that follow the competitive Langmuir
adsorption isotherm model. The dependence between the stationary phase loading and the
mobile phase concentration is given by

N, K,c,
1+Kc +K,c, '

q = ®3)

where N; and Ki are the saturation capacity and the equilibrium parameter of solute i,
respectively. In the following discussion, it is assumed that the component 1 is the less
strongly retained one. This means that H2 > Hi, where Hi = NiK; is the Henry constant of
component i.

To solve the model equations, the following initial and boundary conditions are used:

¢(y,t=0)=0 foro<y<L,,, (4)
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c(y=0t)=cf for0O<t<At,, ()

c(y=0t)=cf fort>At,. (6)

1
In the above equations, ¢/ and c® are the concentrations of solute i in the column feed
reservoir and eluent reservoir, respectively. In the design method summarized in Section 5, it
is assumed that the fresh eluent is pure solvent and the solvent removal unit works ideally
such the solute yields are complete, i.e. also the removed solvent is pure. This means that the

eluent concentrations are zero. In addition, it is assumed that the column feed concentrations
are constant during an injection. They are calculated from the following mass balances:

FF R
F_ G Ve +C' Vg

© T o )
Ve =Ve =V +Vge, ®)
Vi = (ter ~tao Ruor ©)
Vg = Aty Qsr - (10)

In the above equations, ¢/™ is concentration of solute i in the fresh feed, ¢} is the volume-
average concentration of solute i in the recycle fraction, Ver is the volume of fresh feed
introduced into the process during a chromatographic cycle, Vr is the volume of recycle
fraction, Vsr is the volume of removed solvent per cycle, Qsr is the solvent removal rate, and
Ateyele is the cycle time. The cycle time, i.e. the time interval between the subsequent feed
pulses, is selected such that the consecutive chromatograms do not overlap as follows:

Atcycle :th _tAl' (11)

The column feed concentrations for conventional batch and SSR processes without solvent
removal are obtained from Eqgs. (7)—(10) as special cases with Vsgr = 0.

To describe the cross-current chromatography, true moving bed model is used. It is assumed
that the fluid flows with an interstitial velocity uyL in the direction y, and both the solid phase

and the fluid phase move with a velocity u® = u’ in the direction x that is perpendicular to y.

The material balance describing the solute movement is

L
u, oc

n ay +§(ci+qu“)=0, (12)

where x and y are the spatial coordinates. The conversion rules for simulated cross-current
carousel multi-column concept are given by
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N
col  _ L ’ (13)
N col,tot Xcol
X
tr=—ol (14)
u>|<_ N col tot

In the above equations, Nco/Ncoitot is the proportion of columns to the total number of
columns, Xco is the total width of the true moving bed unit in the direction x, and t* is the
switch time. As shown by Wankat [84] the two-dimensional time independent cross-flow
model, Eq. (12), is formally analogous to the one dimensional time dependent fixed bed
model, Eqg. (1). The equations for the latter can be transferred to the former by using the
following transform:

t=x/ul. (15)

The initial and boundary conditions of the cross-current model, Eq. (12), are analogous to
those of the fixed bed model, Eq. (1). They can be calculated from Egs. (4)—(6) by using the
above transform, Eq. (15).

4.1.2 Solution of the ideal model

The ideal model described in Section 4.1.1 forms a coupled system of two homogeneous,
quasilinear, first-order partial differential equations. When Riemann boundary conditions are
used, the model can be solved analytically by the method of characteristics (see e.g. [56-60]).
The solution is originally derived for the fixed bed model, but it can be applied for the cross-
current model as well by using the transform given by Eqg. (15).

When a rectangular pulse of a binary mixture that follows competitive Langmuir isotherm
model is introduced at the inlet of an initially clean column, two simple wave transitions (I,
I) and two shock wave transitions (2, 2-) are composed. The solution of the model consists
of describing the movement of these waves and their interactions along the column. The
image of the chromatographic cycle is conveniently constructed in the so-called hodograph
(c1,c2) and characteristic (w1, w2) planes. Examples of these representations and a
corresponding chromatogram are given in Fig. 7. Regions of the solution where c; and c; are
constant are represented by single points. The points F and O denote the feed and the initial
states, respectively, while P and Q stand for the two intermediate states. The image of the
solution path is given by

r- r, x =z
O—->P->F—->Q—0. (16)

For Langmuir isotherm, the simple wave transitions correspond on the hodograph plane to
segments on straight lines, called characteristics. The slopes of the characteristics (dci/dc.) are
obtained from the right eigenvectors of the matrix A= [5ij + FqijJ, where dj; is the Kronecker
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delta, defined as 1 if i=jand O if i #j, and g =8qfq/acj is the partial derivative of the

adsorption isotherm, Eq. (3). Explicit expressions for the slopes are achieved as roots of the
following quadratic equation:

KleCzC;2 - [H1(1+ chz)_ H2(1+ ch1)]§ - K2H1C1 =0. (17)
The positive and negative slopes of the characteristics are denoted by & and -, respectively.

The propagation velocities of the simple waves are calculated from the eigenvalues of the
matrix A.
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Fig. 7. Chromatographic cycles under ideal conditions for an arbitrary systems that
follows competitive Langmuir isotherm models: (a) individual elution profiles; (b)
hodograph plane; (c) characteristic plane.
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In the case of Langmuir isotherm, the images of the shock transitions X and 2- coincide with
the characteristics 7'+ and 7-, respectively. The propagation velocities of the shock waves are
given by the mass balance across the discontinuity.

A convenient way to study the above Riemann problems is to perform a variable transform by
introducing pair of characteristic parameters (w1, w2) defined as

o=t (19)
_ o
_ (& +hH, (19)

W, =
¢, +ha

where a=H,/H, is the separation factor and h is an auxiliary parameter given by
h=(H,K,)/(H,K,). As seen in Egs. (18) and (19), the parameter ; is constant along the I
characteristic and w> is constant along the I~ characteristic. The limits for w-values are given
by

O<@ <H, <w,<H,. (20)

It has been shown that there exists a one-to-one mapping between the concentrations (c1, ¢2)
and the two characteristics parameters (w1, w2) [59]. The concentrations are given by the
following relationships:

- HZ(wl - Hlxwz - Hl)
w1w2(H2 - Hl)Kl

C, = , (21)

CZZHl(a)l_Hz)(a)z_Hz)_ (22)
a)la)z(Hz - Hl)KZ

4.1.3 Explicit equations for the height and position of the first shock

For decades, there have been available an exact, analytical solution of the ideal model that
allows calculating almost the entire chromatographic cycle at the outlet of fixed bed column

in the case of binary Langmuir system [58]. The only exception is the height, c;, and

retention time, try, of the first shock in the case of a relative small feed pulse, i.e. in the case
when the pure first component plateau (state Q in Fig. 7) erodes completely during elution. In
Paper Il, the existing solution has been completed by deriving the missing closed-form

equations for ¢, and tra.

Criterion, whether the first component plateau erodes during elution or not, is given in [58]
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_ Fol o, (Hz —of XHI _wlF)
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At, t,. (23)

When the duration of the feed pulse is lower than that given by Eq. (23), the plateau erodes
completely, and the first component shock, 2, interacts with the wave, I'+. The concentration
profile of the resulting pure first component wave is given as follows [58]:

B 1 B 1-Va
t=At, +t0{1+ FH{(1+ i L, (1_W+K1C1)2}, (24)

where symbol L, , = (cF At, }/(N,Ft,) denotes the loafing factor of component i.

In principle, the retention time of the first shock could be solved from the mass balance of the
first component by integrating the elution profile and solving the floating integration
boundary tr1 with which the amount of first component that is eluted from the column
matches to the injected loading. Eq. (24), however, gives elution time as a function of c,
while there is no closed-form solution for giving the relationship the other way around. This
has complicated the derivation of analytical solution for the first shock.

In Paper 11, it has been shown that the height of the first shock can be calculated from the
mass balance of the first component, even though Eq. (24) cannot be expressed explicitly in
form c1 = f(t). The idea is to integrate the elution profile piecewise with respect to ¢, from 0 to
¢, and to subtract the term c’t., form the value of the integral. The calculation principle is
demonstrated in Fig. 8. The areas of hatched regions As—As correspond to the values of the
integral terms, the area of green region A; to the amount of component 1, and the area of
orange region A; to the difference between these values. For incomplete separation (Fig. 8a),
the mass balance is given by

cfat, = AlcS)=A +A +ACS)-A), (25)
and for complete separation (Fig. 8b) by

cf At = Ai(cls): AB(Cls )_ AZ(ClS ) (26)
Integration of Egs. (25) and (26) leads, in both cases, to the following quartic equation:

a, (chf )4 + as(chf )3 +a, (chf )2 +aK.c’ +a,=0, (27)
where

a, =L, +L,-1, (28)

a, =2, +L,, +@-Ya)L,, -1, (29)
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a, =L +L;,+ (1_]/a)l4Lf,1 +(1_]/0‘)(Lf,1 _1)J’ (30)
8, =2L,(1-Ya)2-Ya), (31)
a, = Lf,1(1_]/a)2' (32)

Eq. (27) can be solved analytically by using one of the standard algorithms for quartic
equations, for instance, Ferrari’s method [88], Descartes—Euler method [89], or Neumark’s
method [90]. When o > 1, L1 > 0, and L2 > 0, it has only one positive real root that must give
the height of the first shock. Based on simulation study with ten million random combinations
of Lf1, Ltz and a, it has been demonstrated that the Ferrari’s solution is computationally the
most stable option for solving Eqg. (27).
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Fig. 8.  Individual elution profiles of a rectangular injection pulse in the concentration—
time coordinate system. Ai, the total amount of component 1; A, the difference
between the sum of integral terms As—As and the total amount of component 1 As;
As—As, integral terms in Egs. (25) and (26).

Once c; is obtained, the retention time of the first shock can be calculated from Eq. (24) by
setting ¢, = c; . In addition, a novel simple parametric representation that gives the trajectory
of the first shock in the distance—time diagram as a function of ¢, is given in Paper II.

Finally, it is worth noting that explicit equations for the height and retention time of the first
shock can be obtained also by using another approach. Rajendran and Mazzotti [60] have
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derived a parametric representation of the trajectory of the first shock by using the w-
transform. Although not pursued by Rajendran and Mazzotti, it is straightforward to show that

their equations also lead to a quartic when solved for characteristic parameter ; which
corresponds to the shock height.

4.1.4 Hodograph representations of process configurations

Hodograph representation, shown in Fig. 9, is a convenient tool for visualizing the steady
state operation of different chromatographic processes. In the case of classical batch
chromatography (Figs. 1a and 9a), the composition of the column feed is equal to the fresh
feed composition because nothing is recycled and solvent is not removed. The image of the
chromatographic cycle on the hodograph plane depends on the duration of the feed pulse.
When the feed pulse is large enough, the feed state as well as the two intermediate states, P
and Q, prevail during elution (Fig. 7b), whereas for relatively low Atr values, one or more of
the concentration plateaus erode completely (Fig. 9a). In the case of competitive Langmuir
isotherm, however, the image of the rear part of the chromatographic cycle is always
independent of the duration of the feed pulse.

For conventional SSR process without solvent removal (Figs. 1b and 9b), the steady state feed
concentrations are lower than the fresh feed concentrations due to dilution of the recycle
fraction. When SSR process is operated such that any of the pure products are not recycled,
the cut points ta2 and tg1 are located on the 7'+ characteristic that passes through the fresh feed,
FF. As a result, also the volume-average composition of the recycle fraction R, and the steady
state feed composition F, which is obtained by mixing FF and R, map to the same I
characteristic [1, 81]. On the other hand, when part of the pure first component fraction is
recycled, the cut point taz is located on the pure first component plateau (state Q in Fig. 7) or
on the pure first component wave, and when part of the second component fraction is
recycled, the cut point tsex may locate on the pure second component wave, i.e. /-
characteristic. In these cases, the steady state feed composition moves away from I
characteristic corresponding to the fresh feed. The I characteristic, in contrast, is
independent of the recycling strategy, and thus remains unaltered when the duration of the
feed pulse or the cut times changes.

When the solvent removal unit is operated such that the recovery yields of both components
in the solvent removal unit are 100%, the relative composition of the concentrated solution is
not changed in the unit. The operating line of the solvent removal unit on the hodograph plane
is thus a straight line that passes through the origin and has a slope equal to ci/cz of the treated
solution. Solvent removal corresponds to moving upwards on that line.

In the case of classical batch chromatography with solvent removal from the feed mixture
(Figs. 4a and 9c¢), the operating line of the solvent removal unit passes through the origin and
the fresh feed FF. The resulting concentrated fresh feed composition is denoted as FF’. It is
located on the 7™+ characteristic which slope is smaller than the slope of the I+ characteristic
that corresponds to the non-concentrated fresh feed mixture FF.
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In SSR-SR configuration | (Figs. 4b and 9d), solvent is removed from the fresh feed FF.
Again, the operating line of the solvent removal unit passes through the origin and the point
FF. The resulting composition maps onto point FF’. When the recycle fraction R and the
concentrated fresh feed FF’ are mixed together, the actual feed composition in the
chromatographic column F is obtained. According to lever rule, point F is located on the line
segment between FF’ and R. When none of the pure component zones are recycled, the steady
state feed composition F and the recycle point R lie on the I+ characteristic that passes

through the concentrated fresh feed FF’. The slope of this characteristic is denoted as .,; T
When part of the pure fractions are recycled, the slope of the I'+ characteristic corresponding
to the steady state feed is greater than ¢ 7.

In SSR-SR option Il (Figs. 4c and 9e), solvent is removed from the recycle fraction. In this
case, the operating line of the solvent removal unit passes through the origin and the volume-
average recycle fraction composition R. The resulting composition is denoted as R’. Mixing
the concentrated recycle fraction R’ with the fresh feed FF, the actual feed composition F is
obtained. The steady state feed composition F is again located on the same I+ characteristic as
the steady state recycle fraction composition R when the pure component zones are not
recycled.

In SSR-SR option Il (Figs. 4d and 9f), the fresh feed FF and the recycle fraction R are mixed
before solvent removal. The resulting mixture, denoted as F’’, is located on the line segment
between FF and R. The operating line of the solvent removal unit passes through the origin
and F’. The resulting feed composition maps onto point F. Similarly to configurations | and
11, the steady state feed F and the steady state recycle fraction R are located on the same I+
characteristic as far as the pure component zones are not recycled.
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Schematic representations of alternative process configurations on the hodograph
plane. (a) batch chromatography, (b) SSR chromatography, (c) batch
chromatography with solvent removal, (d) SSR-SR configuration | (solvent
removal from fresh feed), (¢) SSR-SR configuration Il (solvent removal from
recycle fraction), (f) SSR-SR configuration Il (solvent removal from mixed
fraction). Grey lines: I"- and I'+ characteristics.
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4.2 Non-ideal process model

To validate the equilibrium theory-based design method and to study the influence of
dispersive effects on the process design (Sections 6.1.2 and 6.2.2), a non-ideal process model
is applied. The finite mass transfer rate and axial dispersion in the chromatographic column is
described by using the transport-dispersive model with the solid film linear driving force
approach. The mass balances of the components are given by

2
u;aa(;' +§t(ci+Fqi)=Daxzyi‘, (33a)
aq; o
&:ki(qiq _qi)v (33b)

ot

where Da is the axial dispersion coefficient and ki is the mass transfer coefficient of solute i.
The initial and boundary conditions of Eq. (33) are given by Egs. (4)—(6).

In the modelling of the solvent removal unit, it is assumed that the solvent is removed by
using membrane filtration operated in feed and bleed mode. The transport of solvent and
solutes through the membrane are described by solution—diffusion model. The concentration
polarization effect is neglected. The solvent flux, Js, and the solute flux, Ji, are given

Js = B¢ (AP

memb

A7), (34)

J.

— Bi (C_memb _Ciperm), (35)

where Bs and B; are the permeabilities of solvent and solute i, respectively, APmemb iS the
transmembrane pressure, Ax is the osmotic pressure, ¢™™ is the concentration of solute i in

the membrane feed, and ¢”*™ is the concentration of solute i in the permeate. The osmotic
pressure is described by van’t Hoff equation:

Az =RT Z(cimem" —cPm), (36)

where R is the gas constant and T is the temperature. The solvent removal rate and the
permeate concentrations are given by

QSR = Qperm = Amemb‘JS ’ (37)

J.
cperm — i , 38
i 3. (38)

S

where Amemb IS the membrane surface area.
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The flow rates into the membrane feed, Qmemn, the total retentate, Qrettot, and the retentate that
is fed from the membrane unit to the column feed tank, Qretfeed, are calculated from the
following volume balances:

Qmemb = Qmix + Qret,rec ! (39)
Qret,tot = Qmemb - Qperm' (40)
Qret,feed = Qret,lot - Qret,rec ) (41)

where Qmix is the flow rate from the intermediate mixing tank to the solvent removal unit, and
Qretrec is the flow rate of the recycled retentate. The solute concentrations in the streams are
given by

perm ret,tot
memb Ci Qperm + Ci Qret,tot

_ , 42
CI Qmemb ( )

mix _ ~perm
ret, feed _Ci Qmix Ci Qperm

1
Q ret, feed

ret,tot
i

C =C

(43)

To model the eluent, column feed, and membrane feed reservoirs, perfect mixing is assumed.
This yield to the following material balances:

j . .
L(\'j/t = ZQIJH - ZQDJut ' (44)
dnij_d(VjCij)_ ied _ i
dt - dt - ZQinCi,in onutCi,out : (45)

In the above equations, V?, n/, and ¢/ denote the volume of solution, the amount of solute i,
and the concentration of solute i in the reservoir j, respectively.

The model equations are solved with finite difference methods by discretizing the time and
the column axial coordinates. The transport-dispersive model of chromatography, Eq. (33), is
integrated by using an explicit backward-forward scheme, where the axial dispersion term is
approximated numerically by the step size in the spatial discretization. For the reservoirs mass
balances, Eqgs (44) and (45), the Euler method is applied.
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5 DESIGN METHOD BASED ON THE IDEAL MODEL

5.1  Design specifications

In the following discussion, it is assumed that fresh feed concentrations and the dimensions of
the chromatographic column are fixed and the isotherm parameters and the packing properties
are known. A binary mixture is separated in isocratic mode either into one product and one
waste fraction or into two products fractions with user-given purity and/or yield requirements.
In the case of only one product fraction, either the more or the less retained solute is the target
component. The purity and yield constraints are defined as follows:

n A plFF Yl
pr=—2s= , (46)
Yonfend pltY, +(-v, )(1— prF )
B _ nzB (1_ plFF )YZ (47)

pz - nlB +n§ B (1_ plFF )Yz +(1_Y1)p1FF ,

A L FF B _
Yl L pl pl + p2 1 (48)

- plFF plA + sz -1 7

Py pr—p
y, =2 , 49
“onft 1-pf opf4ps -1 “9)

where p/ is the purity of component i = (1, 2) in the fraction j = (A, B, FF), n/ is the amount
of component i=(1,2) in the fraction j=(A, B, FF), and Y; is the recovery vyield of
component i = (1, 2). The purity and yield requirements are interchangeable such that, when
any two of the four constraints, Egs. (46)—(49), are specified, the remaining two are also fixed
[38].

For the fixed bed SSR-SR process, there exist the following freely adjustable operating
parameters: (1) the duration of the feed pulse into the chromatographic column, Atr, (2) the
four fractionation times ta, taz, te1, and taz, (3) the volumetric flow rate of the mobile phase in
the column, Qcol, and (4) the volumetric flow rate of removed solvent, Qsr. The operating
parameters can be expressed in dimensionless form as follows:

m, = th _AtF _to — Qcol (tsz _AtF )_gvcol ' (50)

FtO (1_ ‘9)\/col

m. = tBl _AtF _to — Qcol (tBl _AtF )_‘C’Vcol (51)
? FtO (1_8)\/col ’
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tAZ _to — QcoItAZ _‘c’vcol

m, = , 52
: Fto (l_g)\/col ( )
ty, -t ty —¢&v
m4 — Al 0 — Qcol Al col , (53)
FtO (1_‘9)\/col
m, = tBl _tAZ — VR , (54)
FtO (1_8)\/col
Vv
K. — “sR (55)
SR VFF

Parameters m1, mz, ms, and m4 denote the dimensionless fractionation points, mr is the volume
of the recycle fraction with respect to the volume of the stationary phase, and Ksr is the
amount of removed solvent with respect to the processed fresh feed. The beginning and end of
the product fraction A (ms and mg4) are expressed in time relative to the beginning of the feed
pulse, whereas the beginning and end of the product fraction B (m1 and my) are given in time
relative to the end of the feed pulse. For batch chromatography with or without solvent
removal, mr = 0, and for batch and SSR processes without solvent removal, Ksg = 0.

The above definitions allow expressing the range of the feasible cut points A2 and B1 on the
dimensionless (m2, m3) plane that is formally analogous to the coordinate system that is
widely applied for the design of counter-current multi-column SMB process. The
dimensionless volume of fresh feed, mgr, volume of feed pulse, mr, volume of product A, ma,
and volume of product B, mg, per cycle are given by

VFF (ms — mz)
Mg = = , 56
(1_8)\/col (1_ KSR) ( )
m. = Ve | Qulte _ (m, —m, +my), (57)

(1_ 5)‘/co| (1_ 8)\/col -

Va
(1_8)\/col -

m, = Vs m, —m,. (59)

(1_ 5)‘/co|

To ensure positive fresh feed flow, mz must be lower than mz when Ksg < 1 and larger than ms
when Ksg > 1. In a special case when Ksg = 1, mz and ms must be equal, right hand side of Eq.
(56) has no defined value, and mrr must be chosen independently.

m, = 3 — My, (58)
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Under ideal conditions, the fluid flow rate in the column does not affect the operating
boundaries of m-parameters. It can be selected independently, e.g. such that given pressure
constraint is not exceeded. For a given fluid flow rate, the duration of the feed pulse, the four
cut times, and the solvent removal rate are given by

At =Ft,(m, —m, +mg), (60)
t, =t,(Fm, +1), (61)
t,, =t,(Fm, +1), (62)
ty, =t,(Fm, +1)+At,, (63)
ty, =t,(Fm, +1)+At,, (64)
0., - (1;)’ Ko (65)

cycle

In the case of operation without waste fraction between cycles, the cycle time must be set as
follows:

Atcycle =tg, —ty =Ft, (ml —Mm, +m; —m, + Mg ) (66)
The freely adjustable operating parameters for classical cross-current chromatography are the
width of the feed section, the three fractionation points, and either the volumetric flow rate of
the fluid phase in the y-direction or the volumetric flow rate of the solid phase in the x-
direction. Degree of recycling and solvent removal provide two additional degree of freedom,
namely the width of the recycle fraction and the rate of solvent removal. The operating
parameters can be expressed in dimensionless form that is analogous to those of fixed bed
schemes given by Egs. (50)—(55). More details are given in Paper V.

The extent of solvent removal is often limited by various factors. The solvent removal
constraints can be divided in the following two categories: (1) maximum concentration
achievable in the solvent removal unit (e.g. solubility, osmotic pressure, or vapour pressure
limit) and (2) maximum concentration of the solution fed into the column (e.g. solubility or
viscosity limit). The following discussion is limited to continuous constraints that can be
expressed in form

a:(c/.cl)<0 for j=(FF', R, F), (67)

9, (e ¢} )<0, (68)

where the limit for the maximum concentration of the solution in the solvent removal unit is
given by function g1 and the limit for the maximum concentration of the column feed is given
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by function g.. By using the notation in Fig. 9 we have j = FF’ for configuration |, j =R’ for
configuration 11, and j = F for configuration I1I.

The design task is to select the freely adjustable operating parameters such that user-given
purity and/or yield constraints, Egs. (46)—(49), as well as the solvent removal constraints, Egs.
(67) and (68), are satisfied. Next, a design method for predicting the feasible range of
operating parameters for single-column batch, SSR, and SSR-SR processes developed in this
work is summarized. The method is based on the equilibrium theory of chromatography and
holds under ideal conditions for binary systems that follow competitive Langmuir adsorption
isotherm model. The same approach can be used also for cross-current chromatographic
systems by using the transform given by Eq. (15). Detail derivation of the design equations is
given in Papers 1-V.

At the beginning of the summary, a method to calculate the feasible range of dimensionless
cut times that correspond to arbitrary purity constraints is described in Section 5.2. The
feasible operating region on the (m2, ms) plane is identical for all process concepts as far as
identical Ksg is used. The influence of solvent removal constraints on the selection of mr and
Ksr for different process configurations is then considered in Section 5.3. Finally, selection of
optimal and robust operating parameters is discussed in Sections 5.4 and 5.5, respectively. In
the optimization analysis, the process performance is assessed in terms of productivity and
specific eluent consumption. The productivity is defined as the total amount of components in
the desired product fractions obtained per time unit and column volume as follows:

nlA + nzB _ (chlFF +YZC§F )‘/FF _ (chlFF +Y2C;F )nFF Qo
AtV AtV (m, —m, +m, —m, +m, V,,,

cycle ¥ col cycle ¥ col

PR = (69)

The specific eluent consumption is given by ratio between the amount of eluent, Vg, and the
amount of products

V Q |At | _VF m, —m
EC=—Ff = 2% = — 70
T XSS VI S s o (70)

In practice, the removed solvent can be used as eluent to reduce the need of fresh eluent as
mentioned in Section 3.3. In addition, also the solvent removal capacity affects the separation
costs and could be considered as a third performance parameter. In this study, however, it is
assumed that an equal solvent removal capacity is applied in all process configurations. If it is
not possible to remove solvent from the recycle or feed fractions, the solvent is removed from
the product fractions. The definition of EC used here is thus justified, and it allows showing
that solvent removal may decrease the eluent consumption even when removed solvent is not
reused as eluent.

5.2 Feasible range of dimensionless cut times

The set of boundaries for the dimensionless fractionation points can be expressed in the
following general form:
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ml,min < ml' (71)
mz,min < m2 < m2,ma>< ! (72)
m3,min < m3 S m3,max 1 (73)
m, <My - (74)

In general case, all the lower and upper limits depend on the values of mz, ms, mg, and Ksg,
the adsorption isotherm parameters, and the fresh feed concentrations but not on m; and mas as
far as they are selected such that the consecutive chromatograms do not overlap. In the case of
competitive Langmuir isotherm and ideal conditions, however, the boundaries of m1, mz, and
mz are independent of mr because the shape of the rear part of the chromatogram is
independent of the volume of the feed pulse. It has been shown in Paper | that all three SSR—
SR configurations lead to exactly the same steady state when same operating are used. This
means that the boundaries of m1, mz, ms, ms4 for different SSR-SR schemes are identical when
an equal solvent removal capacity is applied.

To ensure that the consecutive chromatograms do not overlap, the cut time ts> must be chosen
higher than or equal to the time of complete elution of the second component, te2. This means
that m1 must be higher than or equal to H..

The boundaries of m2 and ms parameters are conveniently represented on the (mz, ms) and (mx,
mer) planes. Two examples with different Ksg values are shown in Fig. 10. When Ksg < 1, i.e.
the amount of removed solvent is lower than the amount of processed fresh feed, the feasible
operating region is located above the diagonal mz =m; (Figs. 10a and 10b). In the case of
Ksr > 1, positive fresh feed flow is achieved with mo >ms (Figs. 10c and 10d). As will be
demonstrated in Section 5.3, Ksr can be higher than unity when the solvent is removed from
the recycle fraction (Fig. 4c) or from the column feed (Fig. 4d) but not when the solvent is
removed from the fresh feed of batch (Fig. 4a) or SSR (Fig. 4b) processes. To ensure that the
volume of the feed pulse is positive, mg must be higher than or equal to the difference
m2— ma. In a special case of Ksg = 1, the operating region on the (m2, mz) plane shrinks to the
diagonal. In that case, it is more convenient to use (mz, meg) plane instead of (mg2, ma)
coordinates.

Different regions on the (m2, ma) plane corresponds to different product purity levels. The
complete separation region, where the purities of both product fractions are 100%, is a
triangle-like domain limited by three straight lines ab, bw, and rw, and a curve ar. Explicit
equations to calculate the boundaries of the complete separation for batch and SSR processes
have been derived in Paper V. Identical equations can be applied for SSR-SR process by
replacing the value of a characteristic parameter w2 at fresh feed state by w2 that corresponds

to the slope of 7'+ characteristic passing through the steady state feed composition when no
pure products are recycled. The slope of characteristic, denoted as ¢, is related to the

+ 1
solvent removal capacity as follows:



45

SF _ 77"'\/772 —4K,K,H,H, ¢ eg”

, 75
& 2K, H,cfF (79)

where 7 is an auxiliary parameter given by
77=(1_ KSRXHZ_H1)+ KlechF +KzchgF- (76)

Once Ef is known, the corresponding w> value is calculated from Eq. (19).

When Ksr = 0, the complete separation regions of batch and SSR processes are identical to
that of counter-current SMB process with same fresh feed concentrations and isotherm
parameters. The influence of solvent removal on the shape of the operating region is similar to
that observed in SMB process when the fresh feed is concentrated. This phenomenon is
discussed more detailed in Section 5.5.

In batch process with or without solvent removal, the size of the feed pulse into the column is
directly proportional to the difference (msz—my). The components are separated complete
when the operating point on the (m2, ms) plane is located between the diagonal and the line
that is parallel to the diagonal and passes through the point w. The curve ar stand for the case
where the duration of the feed pulse is so small that the pure second component plateau is
eroded completely during elution. The middle cut point ta2 (or ts1) is equal to the beginning of
the elution profile of the second component, tro. On the line rw, Ve is larger and the second
component plateau prevails. The cut time taz is again equal to the front of the second band.
The maximum duration of the feed pulse is achieved in the point w. This corresponds to the
operation with touching bands where the time of complete elution of the first component, tg1,
matches to trz. Along the line bw, the middle cut point ta2 is equal to the end of the first
component profile. The duration of the feed pulse decreases when the operating point is
shifted towards the point b. The second component plateau is eroded or not depending on the
size of the feed pulse, i.e. term (m3 — m2)/(1 — KsRr).

For conventional SSR process and different SSR-SR schemes, the line ar on the (m2, ms)
plane corresponds to the condition where the cut point ta2 is set equal to the retention time of
the second shock and tg: is located on the pure second component wave. As a result, a part of
the pure second component zone is recycled. Along the line rw, taz is again equal to tr2, but
te1 lies on the pure second component plateau. The maximum amount of fresh feed can be
processed in the point w where ta2 =tr2 and ts:; =te1. In this case, no pure fractions are
recycled. The line bw stand for the case where ts; is equal to end of the first component zone.
The cut point ta2 is located on the pure first component wave or on the pure first component
plateau depending on mr. A part of the pure first component fraction is thus recycled.
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Fig. 10. Feasible separation regions in SSR-SR process on the (mz, ms3) and (mz2, MgF)
planes. Blue and red lines show the contours of purities p,* and p?, respectively.

Fresh feed concentrations: ¢/~ = c¢J© =5 g/L. Isotherm parameters: Ki = 0.02 L/g,
K2 =0.025 L/g, N1 = N2 = 100 g/L. Solvent removal capacity: (a) and (b) Ksr = 0.2,
(c) and (d) Ksr = 1.3.

When the operating point is shifted outside the complete separation region further away from
the diagonal such that m; is kept constant but the difference between m; and ms increases, the
product B remains pure, while the product A becomes contaminated by component 2. In the
case of Ksg < 1, this corresponds to the operation above the line arw (Fig. 10a), and in the
case of Ksr > 1, to the operation below the line arw (Fig. 10c). On the left hand side of the
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line bw, on the other hand, the product A is pure, while the product B is contaminated by
component 1. The region where both products are impure is located on the top left of the
(m2, mz) plane when Ksg < 1 and on the bottom left when Ksg > 1. As seen in Figs. 10b and
10d, the amount of fresh feed that can be processed during each cycle is now larger. In
practice, this means that relaxing the purity constraints enables to significantly increase the
process productivity. Finally, the region on the right hand side of the point a corresponds to a
condition where the products A and B are flooded with feed and eluent, respectively, while
operation in the bottom left corner leads to the opposite behaviour. Explicit equations to
calculate the dimensional cut points with which arbitrary product purities are matched exactly
have been derived for batch chromatography in Paper 11, for SSR chromatography by Sainio
and Kaspereit in [81], and for SSR-SR schemes in Paper I. The dimensional cut times can be
converted to dimensionless m-values by using Egs. (50)—(54).

The upper bound of ms is equal to the beginning of the first component band, i.e. to the
retention time of the pure first component shock, tr1. The value depends on the volume of the
feed pulse, i.e. mz, m3, and mg, the isotherm parameters, and the feed concentrations into the
column at steady state. For classical batch chromatography without solvent removal, the
column feed concentrations are equal to the fresh feed concentrations. When solvent is
removed from the batch feed, the concentrated feed composition is given by

¢l =" (77)

A method to calculate the retention time of the pure first component shock has been described
in Section 4.1.3. As already mentioned, tr: is solved piecewise depending on whether the
plateau on the top of the first component band is eroded or not. When the duration of the feed
pulse is relatively high, the first component plateau prevails and tr1 is calculated with an
equation derived by Golshan-Shirazi and Guiochon [58]. In that case, the upper limit of ms4 is
equal to @/ . In the case of relatively small feed pulse, the first plateau erodes completely, the
height of the first shock decreases, and the propagation velocity of the shock slows down. The
retention time of the shock and hence the upper limit of m4 are obtained analytically by using
the explicit equations derived in Paper II.

To solve the upper limit of ms for SSR and SSR-SR schemes, the steady state feed
concentrations are needed. They depend on the values of mz, ms, and mg, and can be solved
from Eq. (7) by setting:

C [e@a
ch="m — fori=(1,2). (78)

1
tBl —taz

The individual elution profiles at the column outlet, ci(t), depend on the steady state feed
concentrations and the duration of the feed pulse. They can be calculated by using the
analytical solution of the equilibrium model [58].
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When the purity constraint p/ is less than 100%, the cut point ta, is located either on the
mixed wave or on the feed plateau. For this case, explicit equations to calculate the steady
state feed concentrations have been derived in Papers | and IV. In contrast, when p,* = 100%,
the cut point ta2 is located on the pure first component plateau or on the pure first component
wave. In this case, explicit solution of set of Egs. (7) and (78) is very difficult if not
impossible because a quartic equation may be needed to be solved in order to find the amount
of component 1 in the recycle fraction. For this reason, numerical methods are recommended
to find the steady state feed concentrations. For example, ¢/ and c; can be searched by
calculating the chromatograms analytically from cycle to cycle until the periodic steady state
is reached. In every cycle, the recycle fraction composition can be computed by integrating
the chromatogram numerically, for example, with trapezoidal rule. As an alternative,
numerical multidimensional root-finding algorithms can be applied to find ¢ and c; .

Once the steady state feed composition is found, the retention time of the first component
shock and thus the upper limit of ms for SSR and SSR-SR schemes can be solved by using
the same procedure as in the case of batch chromatography described above. When
p, =100%, p; =100%, and mg is so large that the feed plateau prevails, the upper boundary
of m4 is identical to that of counter-current SMB processes reported in [64].

The upper limit of ms in SSR and SSR-SR processes increases with increasing mr until it
levels off as mr becomes so high that the cut point taz is located either on the pure first
component plateau ( p;* = 100%) or on the feed plateau ( p,* < 100%). It is always higher than
or equal to that of batch scheme when the applied solvent removal capacities are identical.
This is because the feed concentrations into the column decrease due to diluted recycle
fraction. As a result, the propagation velocity of the first shock decreases, the retention time
of the shock increases, and thus a higher value for ta1 can be chosen.

Since the complete separation regions on the (mz, ms) plane for batch, SSR, and multi-column
SMB processes are identical, the maximum amounts of fresh feed that can be processed in
these configurations during a chromatographic cycle or switch are equal. However, any
conclusions about the productivities cannot be made because optimization of column length is
not possible within the frame of the equilibrium theory. As to the specific eluent consumption,
the SSR and SMB concepts outperform the batch chromatography because a higher value of
m4 can be selected.

The above comparison results hold also for the ideal plug-flow single-column SMB analogue
because its operating boundaries are identical to those of the equivalent multi-column SMB
setup [26]. The main difference between the mixed-recycle SSR chromatography and the
single-column SMB analogue is that in the latter case also products and eluent are partially
recycled, not only the unresolved part of the elution profile. In the plug-flow SMB analogue,
in addition, the already achieved partial separation of the unresolved recycle fraction is
preserved. The above findings imply that this kind of “closed-loop” recycling does not enable
processing more fresh feed in a single chromatographic column during a chromatographic
cycle under ideal conditions. Moreover, the fact that the recycling schemes provide lower
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minimum eluent consumption than the batch process seems to be related to the recycling of
the unresolved mixture, not to the recycling of pure products or eluent.

5.3  Feasible range of solvent removal capacity and volume of recycle fraction

The solvent removal capacity and the volume of the recycle fraction have a significant effect
on the concentrations of different streams in SSR-SR process. They must be selected such
that the concentration constraints, e.g. solubility, viscosity, osmotic pressure, or vapour
pressure limits, given by Eqgs. (67) and (68), are not violated. The region of feasible solvent
removal capacity and volume of the recycle fraction is conveniently represented on the
(Ksr, mr) plane. In addition to the solvent removal limitations, the shape and size of the
operating domain depend on the process configuration, the fresh feed concentrations, the
isotherm parameters, and the purity constraints.

A method to calculate the operating boundaries corresponding to arbitrary solvent removal
constraints for the three SSR—SR configurations as well as for the batch chromatography with
an integrated solvent removal unit has been developed in Paper IV. The operating regions in
the case of no solvent removal constraints derived in Paper | are obtained as a limiting value
by setting g1 < . The approach gives the regions of feasible Ksg and mr values within which
the solvent removal constraints are not violated when m; and ms are selected such that the
consecutive chromatograms do not overlap and mz and ms are selected such the user-given
purity constraints are matched exactly. In the case of 100% purity requirements, it is assumed
that the operating point on the (m2, ms) plane is located on the optimal operating point w. In
the original works, the operation regions are represented on the dimensional (Ver, VE) plane,
but also equations to calculate the corresponding solvent removal capacity and volume of
recycle fraction have been provided.

In the following Sections 5.3.1 to 5.3.3, the operating regions of different process
configurations in the case when the maximum concentration reachable in the solvent removal
unit, Eq. (67), is the limiting factor are first considered. The case when the maximum
concentration of the feed of the chromatographic column, Eg. (68) limits the operation as well
as the case when both the constraints for the solvent removal unit and the column feed, Egs.
(67) and (68), affect the process operation are then discussed in Section 5.3.4.

5.3.1 SSR-SR configuration | and batch process with solvent removal

An example of the operating region for SSR-SR configuration | (solvent removal from the
fresh feed) in the case when the maximum concentration achievable in the solvent removal
unit, Eq. (67), limits the operation is displayed in Fig. 11a. The region is a half-open domain
limited by the following three lines: (1) operating line of conventional SSR chromatography
Ksr =0 (limit A), (2) operating line of batch chromatography with solvent removal mg = 0
(limit B), and (3) upper limit of Ksg that depends on the solvent removal constraint (limit C).
For the volume of the recycle fraction, there is no upper limit. However, when mg is relatively
high, the cut point ta2 is located on the feed plateau. Part of the feed plateau is recycled, and
the operation is suboptimal. The maximum mg with which the feed plateau is not recycled is
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denoted in Fig. 11a by violet dashed line (limit G). Above the limit, the steady state feed
concentrations are independent of mg. As to the hodograph plane (Fig. 11b), the limit
corresponds to the minimum steady state feed composition of SSR-SR process. The upper
limit of Ksr in the case of no solvent removal constraints, denoted by grey line, is shown as a
reference.

The upper limit of Ksr is obtained when point FF’ on the hodograph plane is located on the
solvent removal constraint (Fig. 11b). To calculate the maximum Ksg, the intersection of the

operating line of the solvent removal unit, c1=(c/" /c)" )cz, and the solvent removal

constraint, Eq. (67), is first solved. The point will henceforth be denoted as (¢, ,c/¢ ). When

the solvent removal constraint is linear, a simple analytic expression for the intersection is

obtained. In general case, the point must be solved numerically. Once the point (c; ,c/¢ ) is

known, the corresponding solvent removal capacity is calculated from the mass balance
around the solvent removal unit
o e

Ksre = FFvI : (79)
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Fig. 11. (a) Regions of feasible operating parameters and (b) regions of feasible steady state
feed compositions for SSR-SR configuration | (solvent removal from fresh feed)

when the limit for solvent removal unit is ¢/~ + cf <30g/L. Grey lines:
operating regions without solvent removal constraints. Fresh feed concentrations:
c” =cff =10 g/L. lIsotherm parameters: Ki=0.020 L/g, K=0.025 L/g,

N1 =N = 100 g/L. Phase ratio F = 1/3. Purity constraints: p,* = p? =0.9.
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When the solvent removal constraints tends towards infinity, the maximum solvent removal
capacity Ksrc tends towards 1 (grey line in Fig. 11a). In other words, when the solvent
removal is not constrained by physical limits, the upper limit of Ksg is obtained with
VEr = Vsr. As to the hodograph plane, this means that the steady state feed composition

cannot be located on such a characteristic 7+ that has a slope lower than ¢/ /c}" .

5.3.2 SSR-SR configuration 11

For SSR-SR configuration Il (solvent removal from the recycle fraction), the upper limit of
Ksr is achieved when the composition of the concentrated recycle fraction R’ is located on the
solvent removal constraint. Two examples are displayed in Fig. 12. The composition of R’
with different Ksr values is denoted by orange dashed line. Explicit equations to calculate R’
as a function of Ksg and mg are given in Paper IV. In principle, the upper limit of Ksg can be
constructed on the (Ksr, mr) plane by varying the point R’ on the solvent removal constraint
curve and by solving the corresponding Ksr and mgr values. The system of Egs.
Ksr=f(ci, ¢f) and mr=f(c], c), however, remains implicit and it must be solved
numerically. In this work, the limit is calculated by applying a numerical root-finding
algorithm to find the value of Ksr for each mg with which ga(c) (Ksr), ¢ (Ksr)) = 0.

The shape of the upper limit of Ksr depends on the maximum concentration achievable in the
solvent removal unit, Eq. (67), with respect to the limits for the minimum and maximum
recycle fraction composition in the case of SSR-SR process Il without solvent removal
constraints. The upper limit of R is equal to the minimum steady state feed composition (limit
G in Figs. 12b and 12d). The lower limit of R (black dotted line in Figs. 12b and 12d) is
obtained by calculating the recycle fraction composition by using the values of Ksr and mr
that corresponds to the upper limit of Ksg in the case of no solvent removal constraints, i.e.

Ksr = mr/mee (grey line in Figs. 12a and 12c). The minimum, R>F and maximum, R>%,

recycle fraction compositions in the conventional SSR process are denoted in Figs. 12b and
12d by black triangle and black square, respectively.

Figs. 12a and 12b represent the case where the maximum concentration reachable in the
solvent removal unit is higher than R>F. On the (Ksr, mg) plane, the operating line is a half-
open domain limited by the operating line of conventional SSR chromatography (limit A) and
the upper boundary of Ksg (limit D). The upper limit of Ksr is larger than zero independent of
MmR.

In Figs. 12c and 12d, the solvent removal constraint is located between R>F and R>® . With
relatively low mg, the point R in SSR-SR process is located below the solvent removal
constraint and removing solvent from the recycle fraction is feasible. When mr increases, the
volume-average composition of the recycle fraction becomes higher than the solvent removal
limit. Operation of SSR-SR 11 is no longer possible. In the latter case, gi(c) (Ksr), ¢ (Ksr))
> 0 independent of Ksgr, and the function g1 has no root.
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Fig. 12. (a) Regions of feasible operating parameters and (b) regions of feasible steady state
feed compositions for SSR-SR configuration Il (solvent removal from recycle
fraction) when the limit for solvent removal unit is ¢ + c¢f <30 g/L. (c) Regions
of feasible operating parameters and (d) regions of feasible steady state feed
compositions for SSR-SR configuration Il when the limit for solvent removal unit
is ¢ <6 g/L. Grey lines: operating regions without solvent removal constraints.
Black triangle: minimum R in SSR process. Black square: maximum R in SSR
process. Black dotted line: lower limit of R in SSR-SR process Il. Orange dashed
line: R’ corresponding to the upper limit of Ksg in SSR-SR process Il without
solvent removal constraints. Same fresh feed concentrations, isotherm parameters,
phase ratio, and purity constraints as in Fig. 11.



53

In addition to the examples shown in Fig. 12, it is possible that the solvent removal constraint
lies below the minimum recycle fraction composition R>F. In that case, the operation of

min *

SSR-SR configuration 11 is not feasible independent of the volume of the recycle fraction.

5.3.3 SSR-SR configuration 111

In SSR-SR configuration 111 (solvent removal from the mixed fraction), the upper limit of Ksg
is obtained when the steady state feed concentrations on the hodograph plane are located on
the solvent removal constraint. To construct the limit into the (Ksr, mg) plane, the steady state
feed composition is varied along the solvent removal constraint, Eq. (67), and the
corresponding Ksr and mr values are solved by using the explicit equations derived in Paper
Iv.

Two examples of the operating boundaries for SSR-SR configuration 11l are displayed in
Fig. 13. The shape of the operating region depends on the location of the limit for maximum
concentration achievable in the solvent removal unit, Eq. (67), with respect to the region of
feasible steady state feed concentrations for SSR—-SR process Il without solvent removal
constraints denoted by grey lines in Fig. 13.

In the first case, illustrated in Figs. 13a and 13b, the fresh feed composition is lower than the
concentration constraint for the solvent removal unit. On the hodograph plane (Fig. 13b), the
solvent removal constraint intersects the upper (limit B) and the lower (limit G) limits of F but
not the operating line of conventional SSR chromatography (limit A). As to the (Ksr, mRr)
plane, the upper limit of Ksg (limit E) is larger than zero independent of mg.

When mg is relatively low, the steady state feed composition is located above the limit G, i.e.
the cut point ta; lies on the mixed wave. In that case, the point (cf, ¢ ) on the hodograph
plane uniquely fixes the values of Ksg and mg. In contrast, when mg is relatively high and the
cut point ta2 is located on the feed plateau (limit G), the steady state feed composition is
independent of mr. On the (Ksr, mr) plane, the upper limit of Ksr is thus a straight vertical
line above the limit G. The corresponding steady state feed composition is located at the
intersection of the solvent removal constraint and the limit G (Fig. 13b).

When the solvent removal constraint tends towards infinity, the maximum Ksgr approaches a
certain finite value as shown in Paper I. The value is independent of mg, so the upper limit of
Ksr is a straight vertical line (grey line in Figs. 13a and 13c).

In the second example (Figs. 13c and 13d), the solvent removal constraint intersects the
operating line of conventional SSR process (limit A). When mr is relatively small, the steady
state composition of the mixed fraction is higher than the maximum concentration achievable
in the solvent removal unit, and SSR-SR configuration 11l cannot be operated. For high mg,
the mixed fraction composition is located below the solvent removal limit and the operation is
feasible.

In practice, it is also possible that the solvent removal constraint does not intersect the region
of F in the case of SSR-SR process Il without solvent removal constraints, i.e. the lower
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limit for steady state feed composition (limit G) in the case of no solvent removal constraints
is higher than the maximum concentration reachable in the solvent removal unit. In that case,
the operation of SSR-SR configuration 11 is not feasible.
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Fig. 13. (a) Regions of feasible operating parameters and (b) regions of feasible steady state
feed compositions for SSR-SR configuration 1ll (solvent removal from mixed

fraction) when the limit for solvent removal unit is ¢/ + c¢; <30 g/L. (c) Regions

of feasible operating parameters and (d) regions of feasible steady state feed
compositions for SSR-SR configuration I11 when the limit for solvent removal unit

is ¢ +cf <18g/L. Grey lines: operating regions without solvent removal

constraints. Same fresh feed concentrations, isotherm parameters, phase ratio, and
purity constraints as in Fig. 11.
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5.3.4 Combination of operating limits

In Sections 5.3.1 to 5.3.3, the operating boundaries of SSR-SR configurations were discussed
in the case when only the maximum concentration reachable in the solvent removal unit limits
the operation. Next, the following two cases will be considered (1) the operation is limited by
the constraint for maximum concentration of the solution fed into the chromatographic
column and (2) the operation is limited by both the constraint for maximum concentration
reachable in the solvent removal unit and the constraint for maximum concentration of the
solution fed into the column. Examples of these two cases are displayed in Fig. 14.

Figs. 14a and 14b represent the case where the upper limit for total feed concentration into the
column is 45 g/L. In SSR-SR configuration 111, the composition of the outlet stream of the
solvent removal unit is equal to the column feed. The operating region for SSR-SR process
111 is thus obtained by using the approach described in Section 5.3.3 by replacing the limit for
solvent removal unit, Eq. (67), by limit for column feed, Eq. (68). The operating domain on
the (Ksr, mr) plane is a half-open region limited by lines A, B and E (Fig. 14a).

The operating regions of SSR-SR configurations | and Il are intersections of the
corresponding operating regions without solvent removal constraints (grey lines in Figs. 14a
and 14b) and the operating region of SSR-SR configuration I1l. When mr is relatively small,
the operation of SSR-SR process | is limited by the maximum concentration of the column
feed (limit E in Figs. 14a and 14b). For sufficiently large mg, on the other hand, the steady
state feed concentration reachable in the SSR-SR process | is smaller than the limit for
column feed because large recycle fraction dilutes the feed solution. The upper limit of Ksr is
equal to the corresponding limit without concentration constraints (limit C in Figs. 14a and
14b).

In the case of SSR—SR configuration 11, relatively small values of mr lead to steady state feed
concentrations that are lower than the constraint for maximum column feed. The upper limit
for Ksr is equal to the corresponding limit without concentration constraints (limit D in Figs.
14a and 14b). When the volume of the recycle fraction increases, the steady state feed
concentrations on the limit D increase. For sufficiently large mg, the operation is thus limited
by the constraint for column feed (limit E in Figs. 14a and 14b).

Figs. 14c and 14d show the case when both the constraint for solvent removal unit
(91= ¢ + ¢} <45 g/L) and the constraint for the column feed (g2 = ¢ + ¢/ <30 g/L) limit
the operation. The operation region for SSR-SR Il is now achieved by using the approach
described in Section 5.3.3 and the stricter of the two constraints g1 and g». The operation
domains of SSR-SR configurations | and Il are, in turn, intersections of the corresponding
operating regions when only the solvent removal constraint limits operation (grey lines in
Figs. 14c and 14d) and the region when the operation is limited by the constraint for column
feed. The behaviour is very similar as in the previous case. When mr is relatively small the
operation of SSR-SR process | is limited by the maximum feed concentration in the column
(limit E in Figs. 14c and 14d), while for large mr the constraint for solvent removal limits the
operation (limit C in Figs. 14c and 14d). For SSR-SR configuration 1l, opposite behaviour is
again observed.
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Fig. 14. (a) Regions of feasible operating parameters and (b) regions of feasible steady state
feed compositions for different SSR-SR configurations when the limit for column

feed is ¢/ + cf <45g/L. (c) Regions of feasible operating parameters and (d)
regions of feasible steady state feed compositions for different SSR-SR
configurations when the limit for solvent removal unit is ¢/ + ¢} <45g/L

(j = FF’, R’, F) and the limit for column feed is ¢ + ¢} <30 g/L. Same fresh feed

concentrations, isotherm parameters, phase ratio, and purity constraints as in
Fig. 11.

Finally, it should be noted that the SSR-SR configuration 111 has always the widest range of
feasible Ksr and mr values when there is no physical solvent removal limitations (grey lines in
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Figs. 11-13). Moreover, the SSR-SR |11 process provides usually the widest operating region
even when the solvent removal is constrained because the upper limit of solvent removal
capacity increases when either the fresh feed or the recycle fraction composition is below the
solvent removal constraint. An exception for this may be observed when the maximum
concentration reachable in the solvent removal unit is lower than the fresh feed. In that case, it
might be beneficial to remove solvent from the recycle stream as demonstrated by Hellstén et
al. [51].

5.4  Optimal operating conditions

As usual in designing separation processes, it is important to find the operating parameters
that lead to optimal process performance. Next, selection of the operating conditions to
maximize the productivity, defined by Eqg. (69), and to minimize the specific eluent
consumption, Eqg. (70), is discussed. The optimization of different SSR—SR configurations has
been analysed in Papers | and 1V. All the following conclusions are congruent with the
findings reported by Golshan-Shirazi and Guiochon [78] for batch chromatography and by
Sainio and Kaspereit [81] for conventional SSR chromatography.

For a given solvent removal capacity, the maximum productivity and the minimum specific
eluent consumption are achieved when maximum amount of fresh feed is processed during a
chromatographic cycle. This means that the difference between mz and ms values, i.e. the
distance between the operating point and the diagonal of (mz, m3) plane, must be maximized.
When the purity constraints are 100%, the optimal operating point on the (m2, ms) plane is
located on the point w (see Fig. 10 in Section 5.2). As to the batch chromatography with or
without solvent removal, this corresponds to the touching band operation where the front of
the second component band is equal to the time of complete elution of the first component. In
the cases of recycling concepts, only the unresolved middle zone between the pure component
bands is recycled, not any pure component fractions. When the purity constraints are less than
100%, they must be matched exactly to achieve the maximum performance.

In all process configurations, the productivity increases and the specific eluent consumption
decreases when m; decreases and ms increases due to decreased cycle time. The optimal
values of m: and ms thus coincide with their lower and upper bounds, respectively. In
practice, this corresponds to the operation with “stacked injections” such that no gap exists
between the consecutive chromatographic cycles.

The volume of the recycle fraction does not affect the amount of fresh feed in the case of ideal
conditions and competitive Langmuir isotherm. This is because the shape of the rear part of
the chromatogram and thus the composition of the product fraction B remains unaltered when
the volume of the feed pulse changes. On the other hand, the cycle time increases
monotonically with increasing mr. This means that mgr must be minimized to achieve
maximum productivity. In the cases of classical chromatographic schemes without solvent
removal, this corresponds to operation in batch mode [81]. When solvent is removed, the
maximum productivity is obtained by using the lowest value of mg with which the solvent
removal constraints are not violated. As to the specific eluent consumption, it decreases with
increasing mr until it levels off as the volume of the feed pulse becomes sufficiently large.
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The limit is obtained when a part of the feed plateau is recycled (limit G in Figs. 11-14). The
selection of mr is thus a trade-off between productivity and eluent consumption.

When the solvent removal capacity increases, the maximum amount of fresh feed that can be
introduced into different process schemes increases. The maximum productivity and the
minimum specific eluent consumption, however, are not always obtained with maximum Ksg.
This behaviour originates from two different causes. Firstly, the steady state feed
concentrations into the chromatographic column increase and thus the propagation velocity of
the first shock becomes higher when Ksr increases. As a consequence, the upper limit of m4
decreases leading to prolonged cycle time. Secondly, it is common that the value of mg must
be increased when the solvent removal capacity is increased in order to guarantee that the
solvent removal constraints are not violated. Again, the cycle time increases.

The operating point on the (Ksr, mr) plane that leads to maximum productivity is always
located on the solvent removal constraint (limits C, D, and E in Figs. 11-14) because the
productivity is maximized with minimum mg. The minimum specific eluent consumption, in
contrast, may be obtained by using the operating point inside the feasible region of Ksr and
mg. Influence of isotherm parameters on this phenomenon is discussed in more detailed in
Sections 6.1.1 and 6.2.1 with two case studies. It will be demonstrated that a clear
compromise between productivity and eluent consumption must be usually made also in the
selection of Ksr.

Finally, it should be reminded that SSR-SR configuration 11 is usually the most flexible
option with respect to the selection of Ksg and mr parameters as discussed in Section 5.3.4.
For this reason, it has most often the highest performance as well. A comparison of different
process concepts will be shown in Section 6.

5.5  Robust operating conditions

In practical applications, it is important that the unit operations can tolerate at least to some
extent fluctuations in the uncontrollable process variables and chemico-physical properties,
i.e. the selected operating conditions must be robust. The optimal operating parameters
discussed in Section 5.4 are inherently very sensitive to various kinds of disturbances because
they are commonly located on the boundaries of the feasible operating regions. Firstly,
perturbations in the column flow rate or in the cut points and uncertainties in the estimation of
the column dimensions or the total void fraction of the bed may modify the dimensionless cut
times, and the operating point may move outside the feasible region. Secondly, perturbations
in the solvent removal capacity or in the fresh feed concentrations, inaccuracies in the
estimation of isotherm parameters, and finite column efficiency alter the shape and size of the
region of feasible cut times. The actual range of feasible operating points differs from the
domain predicted by the design equations, and it may not include the selected operating point.
In both cases, the purity constraints are not satisfied. On the other hand, fluctuations in the
solvent removal capacity, in the fresh feed concentrations, or in the recycle fraction
composition may lead to violation of the solvent removal constraints. As a consequence, the
components may precipitate, osmotic pressure may become excessively high leading to
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significant decrease in solvent removal capacity, or the viscosity of the feed solution into the
column may increase too much leading to viscous fingering or too high pressure drop.

The robustness of classical batch and SSR processes can be improved by adjusting the cut
times, whereas in the cases of different SSR-SR concepts and batch chromatography with
solvent removal, one can also tune the solvent removal capacity. The effect of Ksr on the
process robustness is demonstrated in Figs. 15 and 16. The examples stand for SSR-SR
configuration 111, but the observations are qualitatively valid also for other process options
studied in this work.

It is seen in Figs. 15 and 16 that adjustment of the solvent removal capacity affects the
process robustness in two different ways. Firstly, when Ksr decreases, the feed concentrations
in the column decrease (Fig. 15). This means that the solvent removal constraints, such as
solubility, viscosity, osmotic pressure, or vapour pressure limits, are not violated so easily.
The upper limit of Ksr depends on the volume of the recycle fraction. When mr is relatively
low (below the dotted line in Fig. 15), the feed plateau is not recycled and the steady state
feed concentrations decrease with increasing mg due to dilution of recycle stream. At the same
time, the upper limit of Ksg increases. When mg is high and part of the feed plateau is
recycled, the steady state feed concentrations as well as the upper limit of Ksr are independent
of MR.

0.9

0.6

infeasible
region

03

maximum productivity
0.0 0.5 1.0 1.5 2.0

KSR

Fig. 15. Region of feasible Ksr and mgr values for SSR-SR process when the solvent
removal constraint is ¢ +c; <40 gL . The contour lines show the total steady

state feed concentration. The steady state feed concentrations are independent of
mr when the feed plateau is recycled (above the dotted line). Fresh feed

concentrations:  ¢;” =cf” =5g/L. Isotherm parameters: Ki=0.020 L/g,
Ko=0.025L/g, N1=N2=100¢/L. Phase ratio F=1/3. Purity constraints:
P = p; =0.9.
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Secondly, the solvent removal capacity has a significant effect on the shape of the region of
feasible cut times (Fig. 16). When Ksg and the thus the column feed concentrations increase,
competitive nature of phase equilibrium, i.e. non-linearity of the system, increases. As a
consequence, the operation region on the (mz, ms) plane and the top of the region on the
(m2, meg) plane become narrower. This makes it more difficult to find robust cut times with
which the distance from the operation boundaries is large enough. A similar trend is observed
in a counter-current SMB unit when the feed concentrations are increased [64].

To select the robust cut times, the operating point on the (mz, ms) plane must be adjusted
inside the triangle. At the same time, the amount of processed fresh feed with respect to the
used eluent decreases. As a result, the recycle fraction becomes more dilute and the solvent
removal constraints are not violated so easily when the dimensionless solvent removal
capacity is kept constant. In practice, it is also beneficial for robustness to adjust the
beginning of the product fraction A, ms, and the end of the product fraction B, my, such that a
small safety gap exists between the consecutive chromatograms.

The (m2, m3) plot helps to select the direction in which it is beneficial to shift the operating
point to make the process more robust. The direction depends on the solvent removal
capacity, the fresh feed concentrations, and the isotherm parameters. When the solvent
removal capacity and the fresh feed concentrations are relatively low, mz must be increased
and ms decreased. The increase in my with respect to the decrease in mz must be the stronger
the higher the steady state feed concentrations are. Under very strong non-linear conditions,
both m2 and ms must be increased. The minimum recommended distance between the
operating point and the boundaries of the feasible separation region depends on the size of the
expected perturbations.

When the solvent removal rate is decreased or the cut times on the (mz, ms) plane are adjusted
towards the diagonal, the amount of processed fresh feed decreases. Moreover, adjustment of
m; and ms values to obtain longer safety gap between the consecutive chromatograms
increases the cycle time. In all cases, the process productivity decreases and the specific
eluent consumption increases. The final choice of the operating parameters is thus a trade-off
between different performance characteristics and robustness of the process.
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6 APPLICATION EXAMPLES
6.1  Case study: separation of EMD 53986 enantiomers

6.1.1 Performance evaluation under ideal conditions

The design method described in Section 5 has been applied to compare the performance of
different fixed bed batch and SSR configurations with or without solvent removal under ideal
conditions. Detailed results of the comparison study are found in Paper IV.

The adsorption equilibrium of EMD 53986 enantiomers in 100% ethanol on amylose-tris(3,5-
dimethylphenylcarbamate) stationary phase is characterized by modified competitive
Langmuir isotherm model [91]. One of the enantiomers can be used as a precursor for a
pharmaceutical calcium sensitising agent whereas the other has no such activity. In this work,
the modified Langmuir isotherms are approximated with competitive Langmuir model. The
resulting isotherm parameters at 25 °C are K1 =0.067 L/g, N1 =112.3 g/L, K> =0.251 L/g,
and N2 =72.8 g/L. The separation factor is thus relatively large, o =2.34. The total void
fraction of the bed is 0.72.

The maximum concentration achievable in the solvent removal unit and the maximum
concentration of column feed are limited by the solubility of EMD 53986 enantiomers in
ethanol. The solubility curve shown in Fig. 17 is interpolated from the solubility data reported
by Strohlein et al. [36]. The curve is symmetric with respect to line ¢1 = ¢, and its shape is
characteristic for enantiomer systems that form a racemic compound.

The feasible ranges of solvent removal capacity and volume of recycle fraction as well as the
boundaries of feasible steady state feed concentrations for the studied process configurations
are shown in Figs.18 and 17, respectively. The fresh feed concentrations are
¢,” =cff =1.09g/L and the purity constraints p;* = p2 =0.99. Productivity and specific
eluent consumption are displayed as contour lines that show the points with equal values of
certain performance parameter. The dimensionless cut points m; and my4 are selected such that
the consecutive chromatograms do not overlap, but there is no gap between then either. The
target purities are matched exactly by adjusting the cut points mz and ma.

As seen in Fig. 18, SSR-SR configuration Ill (solvent removal form the column feed;
boundaries A-B—E) has the widest range of feasible operating parameters. For SSR-SR
configuration | (solvent removal from the fresh feed; boundaries: A-B—C), however, the upper
limit of Ksr is only slightly lower than for SSR-SR Il1. This stems from relatively low fresh
feed concentrations compared to those of recycle fraction. In the case of SSR-SR
configuration Il (solvent removal from the recycle fraction; boundaries: A-D), the volume of
the recycle fraction is smaller than the required VSR when mg is relatively low. For sufficiently
large mg, the operation is possible.
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Fig. 18. Regions of feasible operating parameters for separation of EMD 53986

enantiomers with (a) productivity contour lines and (b) eluent consumption contour
lines. Same fresh feed concentrations and purity constraints as in Fig. 17.

The images of the operating regions on the hodograph plane are very narrow (Fig. 17). This is
because the pure second component plateau is relatively high due to low separation factor. As
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a result, the recycle fraction composition is very close to the feed composition even when mgr
is small. The limit of mgr corresponding to recycling the feed plateau is thus relatively low
(limit G in Fig. 18), and the lower limit of steady state feed composition is relatively high
(limit G in Fig. 17).

For a given solvent removal capacity, the productivity decreases when the volume of the
recycle fraction increases. This is because the amount of processed fresh feed is independent
of mr under ideal conditions, whereas the cycle time increases with increasing mr. In addition,
increase in mr decreases the steady state feed concentrations and slows down the propagation
velocity of the first shock when the volume of the recycle fraction is relatively low (below
limit G in Fig. 18). This means that the upper limit of ms can be increased, and the eluent
consumption decreases until it levels off as the feed plateau is recycled (above limit G in
Fig. 18). The behaviour is similar to that reported by Sainio and Kaspereit [81] for
conventional SSR process without solvent removal. In the present case, however, the effect of
mr on the eluent consumption is very small. This is because both the separation factor and the
absolute Henry constants are large. As a consequence, the relative effect of change in ms4 on
the absolute amount of eluent needed per cycle, which is directly proportional to the
difference my — mg, is small.

When the volume of the recycle fraction is constant, the amount of fresh feed increases with
increasing solvent removal. The maximum productivities and the minimum specific eluent
consumptions of all SSR-SR configurations are obtained when the operating point is located
on the upper limit of Ksr.

The overall process performance consisting of productivity and eluent consumption is
displayed by using Pareto frontiers in Fig. 19. The Pareto curves show the maximum
productivity achievable with certain eluent consumption. The most efficient process
configurations for the present case are SSR-SR I1l, SSR-SR |, and batch-SR. In all these
cases, optimal steady state feed composition with respect to productivity lies on the solubility
limit and relatively small feed pulse is beneficial. The maximum productivities of classical
batch chromatography and conventional SSR process are about 60% lower and the minimum
eluent consumptions about 80% higher than those for best SSR-SR option. This is due to low
column feed concentrations in the conventional processes. The benefit of solvent removal
would be much lower if the fresh feed concentrations were high. In the case of SSR-SR
configuration I, the volume of the recycle fraction must be increased significantly to increase
the volume of fresh feed per cycle. This leads to relatively low eluent consumption but also to
low productivity due to prolonged cycle time.
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Fig. 19. Pareto frontiers of different process configurations for separation of EMD 53986
enantiomers. Same fresh feed concentrations and purity constraints as in Fig. 17.

6.1.2 Effect of finite column efficiency on process operation

The influence of dispersive effects, such as axial dispersion and mass transfer resistance, on
the separation of EMD 53986 enantiomers has been analyzed in Paper VI by using the non-
ideal process model described in Section 4.2. The simulation parameters are summarized in
Table I.

The selection of mz and ms parameters was of special interest because it is the most critical
step in the design procedure. For this reason, my and m4 were chosen with a sufficient safety
margin that guarantees that the consecutive chromatograms did not overlap. For SSR and
SSR-SR setups, the volume of the recycle fraction was selected such that the feed plateau
prevailed. This provides minimum eluent consumption for a certain solvent removal capacity
without significant decrease in productivity [82].

The number of theoretical plates of the column, NTP, was determined under linear conditions
for the less strongly adsorbed component. The mass transfer coefficients were varied between
4.32-163.2 min~! that corresponds to variation from 50 to 500 theoretical plates.

The dimensionless solvent removal capacity Ksg in SSR-SR process was kept constant at
0.625. The total steady state feed concentration increased to level of 6.2-6.4 g/L in the
optimal operating point predicted by the equilibrium theory (point w in Fig. 10). The solute
retention in the membrane filtration was assumed to be 0.98.
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Table | Parameters for the model systems used in numerical simulation study in
Sections 6.1.2 and 6.2.2.

parameter EMD 53986 mandelic acid
fresh feed concentrations, ¢/™ (g/L) 15 45
column length, Lo (€M) 15.0 15.0
column diameter, D¢ol (cm) 1.0 1.0
axial dispersion coefficient, Dax (cm?min) 0.036 0.006
mass transfer coefficients, ki (min™") 4.32-163.2 46.68-343.5
eluent flow rate, Qcor (ML/min) 1.8 1.8
membrane area, Amemb (CM?) 4.37-84.6 3.67
solvent permeability, Bs (L/m? h bar) 0.5 15
solute permeability, Bi (L/(m? h)) 0.1 0.3
effective pressure, APmemb — Az (bar) 10.0 10.0

The influence of limited column efficiency on the size, shape, and location of the feasible
operating region on the (m2, ms) plane for batch, SSR, and SSR-SR |11 processes is illustrated
in Figs. 20-22. As expected, the separation domain under non-ideal conditions approaches the
ideal region predicted by the equilibrium theory when the column efficiency is high
(Figs. 20a, 21a, and 22a). When the column efficiency decreases, the operating regions
corresponding to given target purities shrink, and the deviations from the ideal case are
higher.

It is seen in Figs. 2022 that the dispersive effects have a most intense impact on the purities
in the bottom left corner of the separation region. This is explained by the fact that the tail of
first component band broadens easily due to dispersion, and pollutes the product B. The
phenomenon is qualitatively similar to that reported earlier for SMB concept in [92]. In
practice, this means that it is most beneficial to make the processes more robust by decreasing
the amount of processed fresh feed mer, while keeping the value of ms near its upper limit.

When NTP =50 and the processes are operated in their optimal operating points of the ideal
complete separation regions (i.e. in the vertexes of the triangles shown in Figs. 5b, 6b, and

7b), the achieved product purities are in batch process p;* = 0.955, p; = 0.945, in SSR

process p;' = 0.966, ps = 0.950, and in SSR-SR process p,* = 0.986, p; = 0.950. The
relatively high purities can be explained by large separation factor. It enables using large
column loading even in batch process. This makes the separation less sensitive to dispersive
effects. The highest product purities are achieved in SSR-SR scheme even though its
complete separation region predicted by the equilibrium theory is the narrowest one. This is
because the steady state feed concentrations increase when solvent is removed, and the
thermodynamic effects become more predominant.
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Fig. 20. Product purities for separation of EMD 53986 enantiomers in batch
chromatography. Symbols: product purities under non-ideal conditions when (a)
NTP = 500 and (b) NTP = 50. Solid line: complete separation region under ideal
conditions. Simulation parameters are given in Table I.
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Fig.21. Product purities for separation of EMD 53986 enantiomers in SSR

chromatography. Symbols: product purities under non-ideal conditions when (a)
NTP = 500 and (b) NTP = 50. Solid line: complete separation region under ideal
conditions. Simulation parameters are given in Table I.



68

a) b)
18 1 18
16 1 16
14 1 14
v
v, v
12 ¢ vy 1 12 vvvy
o YVVVVVVVVYa o yvVVVVVVVYa
& yvVvVVVVEsjde ep . 29% & yvvvvvveside
l0yvvamas 5 min 1 10yvvaass °
semA () & 95%<p . <99% smnmA e
YY" 11X min ALLDV00A
ghasodNge & 90%<p . <95%| | gheAd .
sAAAA min - )
yvaaavy = 80%<p . <90% yYYVYVYY
6 v 10%<p . <80%| | 6
. Py <T0% .
4 6 8 10 12 14 16 18 4 6 8 10 12 14 16 18
m2 m2

Fig. 22. Product purities for separation of EMD 53986 enantiomers in SSR—SR |11 process.
Symbols: product purities under non-ideal conditions when (a) NTP = 500 and (b)
NTP = 50. Solid line: complete separation region under ideal conditions.
Simulation parameters are given in Table I.

6.2  Case study: separation of mandelic acid enantiomers

6.2.1 Performance evaluation under ideal conditions

The adsorption equilibrium of mandelic acid enantiomers in water—acetic acid—acetonitrile
(86.4:9.1:4.5, v/v), 0.05 mol/L ammonium acetate (pH = 3.0) mobile phase on nucleodex B-
OH stationary phase follows competitive Langmuir model [93]. The isotherm parameters at
20 °C for the less absorbed S(+)-enantiomer are K; = 0.1111 L/g and Ny = 72.5 g/L and for the
more absorbed R(—)-enantiomer K, =0.1222 L/g and N> =70.6 g/L. The separation factor,
o =1.07, is now much smaller compared to separation of EMD 53986 enantiomers. The
overall void fraction of the bed is 0.756.

The solubility of the mandelic acid enantiomers in the considered mobile phase is relatively
high (more than 50 g/L) [93]. The maximum total concentration of the column feed is limited
by the fact that pH must be stabilized to avoid significant change of the adsorption
equilibrium and decrease of selectivity [94]. For the given specific buffer concentration, pH
starts to change when the total mandelic acid concentrations exceeds 10 g/L [93].

The operating boundaries for the separation of mandelic acid enantiomers in the case of
¢," =cff =1.09/L and p; = p; =0.99 are shown in Figs. 23 and 24. As expected, the

SSR-SR configuration 11l has again the widest operating domain. Due to low separation
factor and relatively non-linear conditions, the images of the operating regions on the
hodograph plane are broad, and the differences in the upper limits of Ksr for different
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configurations are significant. For example, the maximum Ksr in SSR-SR | process is more
than 80% lower than that in SSR—SR configuration Ill. This is caused by the fact that for
relatively high Ksr values the required Vsr is higher than Vrr and enough solvent cannot be
removed from the fresh feed. As a consequence the amount of fresh feed that can be
processed in SSR-SR configuration | is 59% smaller than that in SSR-SR 11 process.

When the solvent removal capacity is constant, productivity and eluent consumption decrease
with increasing volume of recycle fraction until the eluent consumption levels off as the feed
plateau is recycled (above limit G in Fig. 24). The behaviour is qualitatively similar to that
observed in separation of EMD 53986 enantiomers.

When the volume of the recycle fraction is constant and the solvent removal capacity
increases, the productivity increases monotonically due to increased amount of fresh feed.
The specific eluent consumption, in contrast, goes through minimum. This is because the
solvent removal increases the steady state feed concentrations and speeds up the propagation
velocity of the first shock. This leads to increased absolute need of eluent which
counterbalances the increase of the amount of fresh feed.

The Pareto frontiers for the separation of mandelic acid enantiomers are shown in Fig. 25. In
the case of all SSR schemes with or without solvent removal, a compromise between
productivity and eluent consumption is clearly needed. For example, when the SSR-SR
process 11 is optimized with respect to maximum productivity, eluent consumption is 17.6%
higher than achievable minimum eluent consumption.

limit for column feed

¢,/ (@L)

¢,/ @L)

Fig. 23. Regions of feasible steady state feed compositions on the hodograph plane for
separation of mandelic acid enantiomers. Fresh feed concentrations: ¢, = c¢f© =

1.0 g/L. Purity constraints: p,* = p; = 0.95.
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Fig. 24. Regions of feasible operating parameters for separation of mandelic acid
enantiomers with (a) productivity contour lines and (b) eluent consumption contour
lines. Same fresh feed concentrations and purity constraints as in Fig. 23.

As can be expected, SSR-SR configuration Il is again the most efficient one due to largest
operating region. It leads to 4.4% higher productivity with 5.7% lower eluent consumption
than batch process with a similar solvent removal unit when the processes are optimized with
respect to productivity. Due to ideal conditions, however, here the benefit is much smaller
compared to those reported under strongly non-ideal conditions by Hellstén et al. [51] for
separation of glucose and galactose and by Kaspereit and Sainio [82] for separation of two
cycloketones. In simple terms, the performance of batch operation with or without solvent
removal is much more strongly affected by dispersion than that of SSR mode. If SSR and
batch processes were operated with the same fresh feed amount under non-ideal conditions,
SSR operation would lead to higher product purities for two reasons. Firstly, in SSR process
the overlapping parts of the chromatogram that were affected by dispersion are not collected
into the product fractions but recycled, whereas in batch operation the purity constraints can
be satisfied only by decreasing the amount of fresh feed. Secondly, SSR schemes are less
sensitive to dispersive effects due to higher column overloading. As a result, the advantages
of SSR operation are emphasized when the column efficiency is low.

As to the SSR-SR configuration 1, it slightly outperforms batch-SR process in terms of
maximum productivity. This is because the concentrations of the column feed instead of the
operation of the solvent removal unit limit the amount of solvent removal. In the case of
SSR-SR I, fresh feed can be concentrated over the pH stability limit and diluted with recycle
fraction. The maximum productivity of SSR—SR configuration 11 is smaller than that of other
SSR-SR processes because operation with relatively small recycle fraction volumes is not
possible.
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Fig. 25. Pareto frontiers of different process configurations for separation of mandelic acid
enantiomers. Same fresh feed concentrations and purity constraints as in Fig. 23.

6.2.2 Effect of finite column efficiency on process operation

The parameters for the simulation study under non-ideal conditions for separation of mandelic
acid enantiomers are listed in Table I. The column efficiency must now be higher than in
separation of EMD 53986 enantiomers to achieve desired separation due to low separation
factor. For this reason, the mass transfer coefficients were varied between 46.68-343.5 min!
that correspond, in this case, to 500-2000 theoretical plates for the component 1. The
dimensionless solvent removal capacity in SSR-SR |1l process was set equal to 10. The total
steady state feed concentration was 1.2 g/L, while in the conventional SSR process it was
0.63 g/L due to dilution caused by the recycle fraction.

The effect of column efficiency on the product purities is demonstrated in Fig. 26. Again, the
operating point on the (mz, m3) plane was set equal to the point w predicted by the equilibrium
theory. The achieved product purities are now much lower than in separation of EMD 53986
enantiomers despite higher column efficiencies. This is caused by low separation factor that
limits the column loading. As a consequence, the thermodynamic effects are less
predominant. The product purities of batch process decrease most rapidly because in that case
the volume of the feed pulse is the smallest one. Purity of the product fraction A is highest in
SSR-SR process, whereas SSR setup outperforms SSR-SR schemes in terms of purity of the

product B. The differences in the values of p2, however, are relatively small, and it can be

again concluded that the SSR-SR process tolerates dispersive effects at least to the same
degree as SSR setup.
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Influence of column efficiency on the product purities for separation of mandelic
acid enantiomers when the processes are operated in the optimal operating point of
the ideal complete separation region on the (m2, ms) plane (point w). Simulation
parameters are given in Table I.
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7 SHORTCUT DESIGN UNDER NON-IDEAL CONDITIONS

7.1  Design approach

The design method discussed in Section 5 is based on the assumption of finite column
efficiency and holds for chromatographic systems that follow competitive Langmuir
adsorption isotherm. Next, a shortcut design approach to predict first estimates of m> and mz
parameters under practically relevant non-ideal conditions with significant dispersive effects
and for convex (favourable) or concave (unfavourable) adsorption isotherms in general is
summarized. The method has been originally developed for stand-alone SSR process by
Kaspereit and Sainio [82], and extended for batch process in this work in Paper I1l. The same
approach can also be applied for the design of counter-current multi-column SMB units due to
analogy between the dimensionless operating parameters of various chromatographic
concepts as demonstrated in Paper V.

The shortcut design method is based on a simple procedure applied to a single conventional
chromatogram. The design chromatogram can be an experimental chromatogram or, if a
column model and parameters are available, a simulated one. It is generated for an injection of
fresh feed with a relatively large volume of feed pulse. If an experimental chromatogram is
used, it must be decomposed into the individual concentration profiles but no isotherm
parameters or model is required. In the case of simulation, the approach is independent of the
used model, i.e. whichever chromatographic model that takes dispersive effects into account
(e.g. equilibrium-dispersive model, transport-dispersive model, or general rate model) can be
applied.

In the case of convex isotherms (e.g. Langmuir isotherm), the shortcut design is based on the
fact that the rear part of the chromatogram is nearly independent of the volume of the feed
pulse over a wide range of injection widths. First estimates for m2 and ms are predicted from
the design chromatogram by using the following procedure. At first, the beginning of the
product fraction B relative to end of the feed pulse, i.e. the value of my, is solved by

integrating the design chromatogram backward until the purity constraint p2, Eq. (47), is
satisfied. Once m2 has been solved, also the amount of component 2 in the product fraction B,
ny, is known from the backward integration. The amount of fresh feed is then calculated
from the mass balance of the second component as follows:

B

nZ
" YZC;F (1_ 8)‘/col ( )
As a last step, the value of mz is obtained from Eqg. (56) which yields
m, =m, + Mg . (81)

In the case of concave isotherms (e.g. anti-Langmuir isotherm) the front of the chromatogram
is nearly independent of the volume of the feed pulse, and an analogous but opposite design
approach compared to the case of convex isotherms is used. At first, the end of the product
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fraction A relative to the beginning of the feed pulse, i.e. the value of ms, is solved by
integrating the front of the design chromatogram to find the point where the purity constraint

p], Eq. (46), is satisfied. The amount of fresh feed is then solved from the mass balance of
the first component which yields

A

nl
My =———F+———. 82
" ch:lFF (1_ 8)\/col ( )
Finally, the value of my is calculated as follows:
M, =My —Mge. (83)

7.2 Evaluation of the shortcut method for designing batch chromatography

Applicability of the shortcut approach for design of batch chromatography under strongly
non-ideal conditions has been evaluated by means of numerical simulation by using the
transport-dispersive model with the solid film linear driving force approximation described in
Section 4.2. The following three case studies have been investigated: (1) separation of
Troger’s base enantiomers, Langmuir isotherm, (2) separation of cycloketones, bi-Langmuir
isotherm, and (3) a generic example, anti-Langmuir isotherm. Detailed results are found in
Paper I1I.

The shortcut design provides more accurate estimations for mz and ms parameters than the
equilibrium theory since the effect of dispersion on the rear (convex isotherms) or on the front
(concave isotherms) of the chromatogram is inherently taken into account during integration.
Accuracies of the estimations depends strongly on the column efficiency, purity constraints,
fresh feed concentrations, and isotherm parameters. The method works the better the more
predominant thermodynamic effects are, i.e. the higher the column efficiency and the column
loading are.

The shortcut approach predicts generally a too high value for mgr. This is because the column
loading corresponding to the design chromatogram is larger than that with which the target
purities are matched exactly. As a consequence, the role of dispersive effects is
underestimated. For the same reason, the prediction of m; is typically too low in the case of
convex isotherms and the prediction of ms is too high in the case of concave isotherms.

In the case of convex isotherms, the purity of product B is typically matched better than the
purity of product A. This is because the front of the chromatogram is strongly influenced by
the accuracy of the predicted ms. Especially in the case of high purity requirements, the centre
cut point is positioned at the “root” of the mixed shock — a position which is very susceptible
to the influence of dispersion. As a consequence, even a small inaccuracy in the prediction of
ms leads to significant deviation of p,* from the target value. For concave isotherms, an
opposite behaviour is observed.
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7.3 Evaluation of the shortcut method for designing SMB process

As mentioned in Section 5.2, the complete separation regions on the (m2, ms) plane for fixed
bed, cross-current, and counter-current processes are identical in the case of ideal conditions
and competitive Langmuir adsorption isotherm. This observation provides the basis for
estimating the feasible operating conditions for all mentioned process options by using the
information obtained for one setup. Under non-ideal conditions, however, deviations between
the process configurations are expected because the role of dispersive effects depends on the
mutual direction of the solid and fluid flows and the column loading. In addition, the fluid
flow rates and thus the column efficiencies in different configurations cannot be fully matched
because four different flow rates are used in the four zones of the counter-current units, while
the fluid flow rate is constant in the fixed bed and cross-current schemes.

Applicability of the single-column shortcut method for the design of counter-current SMB
units has been demonstrated in Paper V. Feasible m, and ms parameters corresponding to
given purity constraints were first estimated by using the approach described in Section 7.1,
and the obtained parameters were then applied to simulate the steady state purities of SMB 1-
1-1-1 and 1-2-2-1 configurations. The total bed length and the average fluid flow rates in
sections 1 to 4 of the SMB unit were set equal to the column length and the fluid flow rate of
single-column process, respectively. The total pressure drop in the SMB columns was thus
equal to that of fixed bed mode. The values of m: and ms were selected such that they
guaranteed complete regeneration of the solid and fluid phases, respectively, because the
shortcut design method does not consider overlapping between the consecutive
chromatograms. The parameters of the two generic model systems as well as the conditions of
the shortcut design are summarized in Table Il. The number of theoretical plates in fixed bed
column was 200.

In addition to the results shown in Paper V, iso-purity contours on the (mz, ma) plane were
simulated for the SMB units by using a square grid spaced by Am =0.065. In these
calculations, the switch time was kept constant and the values of m; and ms was again selected
such that the solid and fluid phase were regenerated completely in zones 1 and 4, respectively.

The results of the simulation study are shown in Table Il and in Fig. 27. It is seen that the
design approach works best when the target purities are low and the separation factor is large.
This is because these conditions provide large column loading that makes the thermodynamic
effects more predominant. In the case of model system 1, in fact, the column efficiency is so
low that it is not even possible to achieve 0.98 product purities by using the SMB 1-1-1-1
configuration (Fig. 27a).
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Table 11 Parameters for the model systems used in the evaluation of the applicability of
the single-column shortcut method for the design of counter-current SMB units.
Parameter System 1 System 2
fresh feed concentration of component 1, ¢/" (g/L) 4.0
fresh feed concentration of component 2, ¢ (g/L) 4.0
total bed length, Ncoitot Leot (CM) 84.0
column diameter, Dol (cm) 25
isotherm parameters (Langmuir isotherm):
K1 (L/g) 0.025
Hi 2.5
K2 (L/g) 0.035 0.050
H: 3.5 5.0
total void fraction of the bed, ¢ 0.7
axial dispersion coefficient, Dax (cm?/min) 0.213
mass transfer coefficient of component 1, k¢ (1/min) 6.0
mass transfer coefficient of component 2, kz (1/min) 6.0
fluid flow rate in the single-column processes, Q (mL/min) 12.5
volume of the feed pulse in the shortcut design, V=" (mL) 600

The deviations observed in the cases of high purity requirements can be explained by two
different factors. Firstly, the single-column shortcut method provides systematically too
optimistic estimations for mrr and ms of batch and SSR processes as reported in Paper 111 and
in [82], respectively. Consequently, the purity of the first eluting component is typically lower
than the target. Secondly, identical m-parameters do not guarantee identical purities for all
process configurations under non-ideal conditions because the units tolerate dispersive effects
differently. The SMB configuration 1-2-2-1, in particular, is less sensitive to dispersive
effects than the other schemes and leads to higher product purities when identical m-
parameters are used. In that case, it might be possible to improve the accuracies of the
predictions by using higher column efficiency in the generation of the design chromatogram,
for example, by adjusting the flow rate or the column length.

An interesting finding is also that SSR and SMB 1-1-1-1 configurations provide almost equal
product purities when identical m, and mz parameters are used (see Table I1I). This implies
that the operating points on the (mz, ms) plane with which the target purities are matched
exactly in these two process options are most probably very close to each other as well. This
property is very useful when the feasible operating parameters for one of these schemes are
known and the operating parameters for the other one are needed.
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Table 111 Application of the single-column shortcut design for different process schemes
and purity requirements. Simulation parameters are given in Table I1.
System 1 System 2
Case:
A B C A B C

B A B A B A B A B A B

Target purities: PN - A S T T PR - S L O

098 098 09 09 080 080 098 098 09 090 080 0.80

Predicted m-parameters:

m; 5.050 5.050 5.050 6.840 6.840 6.840
m, 2.842 2.280 1,870 2.337 1.784 1.283
ms 3.141 3.001 3.095 3.959 4.088 4.479
ms 1.300 1.300 1.300 1.310 1.310 1.310
i T O S A 4
Batch 0781 0.962 0822 0879 0783 0792 0936 0977 0.891 0.898 0.800 0.800
SSR 0813 0985 0843 0902 0787 0.801 0944 0980 0.893 0901 0799 0.800

SMB 1-1-1-1 0.841 0.983 0.867 0.913 0.797 0.809 0.948 0.971 0.896 0.895 0.802 0.798

SMB 1-2-2-1 0.885 1.000 0.887 0.977 0.800 0.842 0.987 0.998 0.901 0.923 0.801 0.801
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Applicability of the single-column shortcut method for the design of (a) SMB 1-1-
1-1 unit and (b) SMB 1-2-2-1 unit. Solid and dotted lines: contours of p,* and p?,

respectively. Symbols: operating points predicted by using the shortcut approach.
Switch time: (a) t* = 13.5 min, (b) t* = 9.0 min. Other simulation parameters are
given in Table Il (system 1).
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8 CONCLUSIONS

In this thesis, two methods were developed for the design of chromatographic separation
processes. The first one is based on the equilibrium theory of chromatography and is
applicable for the design of fixed bed batch chromatography with or without an integrated
solvent removal unit, fixed bed mixed-recycle SSR chromatography with or without solvent
removal, and corresponding cross-current processes. It was shown that the design criteria can
be set in general, dimensionless form that is formally analogous to that applied earlier in the
triangle theory of counter-current multi-column SMB processes. The design approach allows
predicting the range of feasible operating parameters as well as selecting the optimal and
robust operating conditions for binary separations such that user-given purity and/or yield
requirements are satisfied.

Analytical design equations were derived for systems that follow competitive Langmuir
adsorption isotherm model. In addition, explicit equations for the height and retention time of
the pure first component shock in the case of a small feed pulse were presented. The height of
the first shock is obtained as an only positive root of a quartic equation. Hence, it was shown
that for binary Langmuir systems the individual concentration profiles at the column outlet
can be expressed entirely in closed-form.

The developed design method was utilized to analyse the possibility to improve the
performance of SSR chromatography by partial solvent removal. The following three SSR—
SR process configurations were compared: (1) solvent is removed from the fresh feed, (2)
solvent is removed from the recycle fraction, and (3) solvent is removed from the actual feed
solution into the chromatographic unit that is obtained by mixing the fresh feed and the
recycle fraction.

The theoretical analysis revealed that solvent removal makes possible to treat more fresh feed
during each chromatographic cycle and thus increase the performance of conventional SSR
process. The need of solvent removal capacity, however, increases rapidly when the amount
of fresh feed increases. All three SSR—SR configurations have identical performance when the
same operating parameters are used. In contrast, the maximum solvent removal capacity as
well as the range of feasible volume of recycle fraction depends strongly on solvent removal
constraints, such as solubility, viscosity, or osmotic pressure limit, and is not identical for all
SSR-SR schemes. The configuration where solvent is removed from the mixed fraction is
typically the most flexible one with respect to the range of feasible operating parameters and
provides the highest performance.

Applicability of the equilibrium design for practically relevant separation problems with finite
column efficiency was evaluated with two case studies. The separation of EMD 53986
enantiomers and the separation of mandelic acid enantiomers were used as model systems. As
expected, the method is most applicable for high performance systems where thermodynamic
effects are predominant, while some conclusions may not be valid for systems of moderate or
low efficiency.

The second design method is a shortcut approach that is applicable under non-ideal conditions
with significant dispersive effects for convex and concave isotherms in general. The method
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is based on a single pulse injection to a batch column and can be applied without knowledge
of adsorption isotherm parameters. It was demonstrated that the approach allows designing
batch and counter-current SMB processes with good accuracy, especially for relatively low
purity requirements.

The main limitation of the proposed design methods is that they do not allow optimization of
the eluent flow rate or the column dimensions. For this reason, the methods are mainly
recommended for qualitative early-stage comparison of process alternatives and for prediction
of the preliminary operating parameters that can be later fine-tuned by detailed simulations.
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The possibility to enhance the process performance of steady state recycling (SSR) chromatography by
removing solvent was investigated in the framework of the equilibrium theory. A method was developed
to choose a priori the relevant cut times corresponding to arbitrary purity constraints and to predict the
steady state of the process without performing dynamic simulations. The amount of fresh feed introduced
per cycle and the injection width were identified as the only free operating parameters. A relationship

Keywords: was derived between the amount of fresh feed and the solvent removal capacity required to achieve the
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The performance of three different process configurations was analyzed: solvent removal applied to (I)
the fresh feed, (II) the recycle fraction, and (III) their mixture. It was found that solvent removal facilitates
treating more fresh feed per cycle than is possible in a conventional SSR process. In addition, it was shown
that the three SSR-SR configurations have identical performance with the same operating parameters.
In contrast, the configurations differ with respect to the maximum amount of fresh feed that can be

Solvent removal
Equilibrium theory
Process design

processed per cycle, as well as to the range of feasible injection widths.
It was shown that SSR with solvent removal can yield higher productivity and lower eluent consump-
tion than an optimized batch chromatography process that employs solvent removal.

© 2011 Elsevier B.V. All rights reserved.

1. Introduction

Preparative chromatography is a highly developed technique
in the pharmaceutical and fine chemical industries and is used
for the separation and purification of a wide range of substances.
Single-column batch chromatography and multi-column simulated
moving bed (SMB) chromatography are the most common process
schemes. The batch mode usually suffers from high eluent con-
sumption and low productivity but is versatile, provides multiple
product fractions, and allows rapid method development. As to the
SMB, high productivity and low eluent consumption are counter-
balanced by high investment costs and a high degree of complexity.
For these reasons, there is room for simple, compact, yet efficient
chromatographic processes.

The idea of enhancing the separation by recycling the chro-
matogram partially or as a whole is not new, but has recently
received considerable attention. Many recycling methods have
been suggested, such as closed loop recycling [1-3], peak shav-
ing [2], and steady state recycling (SSR) chromatography [4-15].
In an SSR process, the pure leading and trailing sections of the

* Corresponding author. Tel.: +358 40 3578683.
E-mail address: tuomo.sainio@lut.fi (T. Sainio).

1383-5866/$ - see front matter © 2011 Elsevier B.V. All rights reserved.
doi:10.1016/j.seppur.2011.01.013

chromatogram are collected, while the unresolved remainder is
recycled back to the inlet of the column. In addition, a constant
amount of fresh feed is added to the recycled fraction, which even-
tually causes the process to attain a periodic steady state. The
process can be operated in different modes depending on the injec-
tion method. In the closed-loop mode (CL-SSR) [4-9], the recycle
fraction and the fresh feed are introduced separately in order to pre-
serve the already achieved partial separation. In the mixed-recycle
mode (MR-SSR) [10-15], the recycle fraction is mixed with fresh
feed before injection.

The optimal design of SSR chromatography is challenging due
the dynamic character of the process. The limiting case of com-
plete separation under ideal conditions was studied by Bailly and
Tondeur [10-12] and Charton [13] for binary Langmuir systems by
using the equilibrium theory. Sainio and Kaspereit [15] extended
this approach to the case of arbitrary purity requirements, and
provided a detailed analysis of MR-SSR. In addition, Sainio and
Kaspereit developed a method for the a priori calculation of frac-
tionation times that guarantee the fulfillment of arbitrary purity
or yield constraints at the steady state. The method requires the
isotherm parameters only and does not employ dynamic simula-
tions.

In an SSR process, the recycle fraction is typically more dilute
than the fresh feed. It seems plausible that process perfor-
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mance could be enhanced by concentrating the recycle fraction by
removing some of the solvent. In the case of multi-column chro-
matography systems, this kind of solvent removal from the internal
process stream has been used successfully. In SMB operation, a
portion of the extract stream can be concentrated and re-injected
at the same point of the unit [16]. Under certain circumstances, a
high concentration of the more retained compound intensifies the
displacement effect on the less retained compound and improves
the process performance. This technique is called M3C [17] or
enriched extract SMB (EE-SMB) [16,18]. However, solvent removal
from the recycle fraction in SSR has not been theoretically investi-
gated before, and no analysis or design principles of such a process
concept have been presented.

The objective of the present work is to investigate the possibil-
ity to enhance the mixed-recycle SSR performance by introducing
a solvent removal unit into the chromatographic separation pro-
cess. The process concept will henceforth be abbreviated as SSR-SR.
Solvent removal could be applied to (I) the fresh feed, (II) the recy-
cle fraction, or (IIl) the actual feed solution (which is obtained by
mixing the fresh feed and the recycle fraction). A theoretical frame-
work will be provided for the analysis of the characteristic features
of these process configurations and for the optimal design of SSR-
SR chromatography. The approach will be based on the so-called
equilibrium theory, where mass-transfer resistance and axial dis-
persion are neglected, and will be limited to binary systems that
follow the competitive Langmuir adsorption isotherm model. This
means that the proposed theory will be most applicable for systems
of high efficiency. It should be also noted that, in practice, the extent
of solvent removal would be limited by for example the solubility
of the components or the viscosity of the solution. Here we focus
on developing the theoretical background of steady state recycling
chromatography with solvent removal, and such limitations are
beyond the scope of this work.

A short summary of the analysis and design of the conventional
MR-SSR process developed by Sainio and Kaspereit [15] will be
presented. After that, the theoretical framework concerning the
SSR-SR process will be developed, and a method to predict the
steady state of the SSR-SR process will be provided. The method
allows choosing the operating parameters such that, in the steady
state, arbitrary purity and yield constraints will be satisfied. It will
be shown that different SSR-SR process configurations will lead
to exactly the same steady state and thus have identical perfor-
mance when the operation parameters (i.e. the injection volume
and the volume of fresh feed processed during each cycle) as well
as purity constraints are same. However, the range of feasible injec-
tion volumes and the maximum amount of fresh feed that can be
processed per cycle are not identical. Finally, the method will be
used to investigate the performance of different SSR-SR process
configurations.

2. Theory of SSR chromatography

The analysis and design of SSR with solvent removal requires
understanding of the corresponding principles of a conventional
SSR process. For this reason, the basic theory and the design method
for the mixed-recycle SSR chromatography developed by Sainio
and Kaspereit [15] are briefly described in the following sections
(Sections 2.1-2.3).

The design method, based on the equilibrium theory, allows for
the direct prediction of the steady state for systems with com-
petitive Langmuir adsorption isotherms. The steady state can be
obtained on the basis of adsorption isotherm parameters only with-
out performing dynamic simulations. The operating parameters (in
this case, the cut times t4q, tao, tg; and tg; shown in Fig. 1 and the
injection volume Vj;;) can be chosen such that, in the steady state,

arbitrary purity and yield constraints are satisfied. With respect to
Fig. 1b, the purities are defined as follows:

taz
A
A _ ml =— ta1 “ de (1)
A A A2
mf +m f[m (c1 +cp)dt
13:53
B
B m2 g1 © dt (2)

= B B~ [
mb +m5 f[m (c1 +cp)dt

where mz denotes the mass of component i=(1, 2) in the product
fractionj=(A, B).Itis assumed that component 1 is the less adsorbed
one and is the target compound in product fraction A.

As an alternative to the specifications of the desired purities, the
yields of the components can be given. However, since the SSR (and
SSR-SR) process represents a binary separation without a waste
stream, the purity and yield constraints are interchangeable [19]:

v ™M _ P pTapf 1
1*m11rF*pFF PArpE_1

=ﬁ=iﬂ (4)
mI;F 1—pFFpA+pB—1

(3)

Yz

where p'f is defined as the purity of component 1 in fresh feed:
pff = cfF /(cfF + cfF). In other words, by specifying any two of the
four quantities, the remaining two are also determined.

2.1. Equilibrium theory for binary Langmuir adsorption isotherm
system

In the ideal model, column efficiency is assumed to be infi-
nite. The material balance, which can be written in matrix form
as follows in Egs. (5) and (6), governs the propagation of the con-
centration states in the column.

Jc ac
Aﬁ tug = 0, (5)
where
A | 1HF@a1/9c)  F(dq1/dcy) c— |G 6)
F(dqz/0c1)  1+F(dq2/0c2) |’ c2

and q is the stationary phase concentration, F is the phase ratio, x
is the space coordinate, t is time, and u is the interstitial velocity.
According to the competitive Langmuir adsorption isotherm, the
stationary phase concentration is given by

qm,ibiCi

=m (for i=1,2) (7)

di
where q,,,; is the saturation capacity of the adsorbent for species i,
and b; is its Langmuir parameter.

Because of the competitive behavior of the phase equilibrium,
the model forms a coupled system of two partial differential equa-
tions which has no analytical solution when the space coordinate x
and time t are the independent variables. However, using the con-
centrations c¢; and c, as the independent variables, Eq. (5) can be
solved analytically with the method of characteristics. This is the
basis of the so-called equilibrium theory, which is described exten-
sively in the literature [20,21]. Here, only its most relevant aspects
will be explained.

When a rectangular pulse of a mixture of two components is
injected at the inlet of a clean column, two simple wave transi-
tions and two shock transitions are composed. The solution of Eq.
(5) consists of describing the movement of these waves and their
interactions along the column. The solution at the column outlet
can be constructed in the so-called hodograph plane. An example
of hodograph representation and corresponding chromatograms
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Fig. 1. Steady state recycling chromatography in the mixed-recycle mode. (a) Chromatogram for the first injection (injection of fresh feed with concentrations cf‘”). (b)
Chromatogram at the steady state (injection with concentrations cf). (c) Corresponding hodograph representations.

are given in Fig. 1. In the case of Langmuir isotherms, simple waves
correspond on the hodograph plane to segments on straight lines,
which are called characteristics. The characteristics with a positive
slope dcq /dc; are referred to as I'+ characteristics and those with a
negative slope as I"_ characteristics. The slopes can be calculated
explicitly from the right eigenvectors of the coefficient matrix A
in Eq. (6), and therefore depend on the isotherm parameters only.
The propagation velocities of simple waves can be obtained from
the eigenvalues of A.

For Langmuir isotherms, the images of shock transitions (called
Y+ and X'_ shocks) also fall into the characteristics. The propaga-
tion velocities of shock waves are given by the mass balance across
the discontinuity. In addition, if the injection is wide enough, the
chromatographic profile includes concentration plateaus between
simple and shock waves. On these plateaus, c; and ¢, are constant.
Consequently, these regions are represented on the hodograph
plane by single points.

2.2. Determination of cut times and steady state feed composition

In the conventional SSR process, the steady state feed com-
position F in the hodograph plot is always located in the I+
characteristic that passes through the fresh feed composition FF
[15]. In addition, as long as the SSR process is operated such that
the purity constraints are fulfilled, the rear of the elution profile
remains unaltered even if the feed plateau or the first component
plateau erodes during elution. For this reason, we can first deter-
mine the cut times tg; and tg,. Obviously, the cut time tg, should
be chosen such that it matches the time of the complete elution of
the injection. For the Langmuir system, tp; is given by the following
equation:

tga = Aty + to(1 + F gm,2b2) (8)

The injection time At;,; refers to the width of the pulse
that is fed into the column after mixing the recycle fraction
and the fresh feed, and tp is the elution time of a non-retained
component.

Next, the cut time tp; is chosen so that the purity constraints of
product fraction B are fulfilled. An explicit expression for tg; can
be obtained, but it is rather complex. A more convenient option
is to exploit the numerical technique and use some type of search
algorithm to find the lower integration limit that satisfies Eq. (2).
The required analytical expressions for c;(t) given by Guiochon et al.
[20] are presented in Appendix A.

Once tg; and tg, are obtained, the volume of fresh feed that can
be processed per cycle VT and the cut time t4, can be solved with
given purity constraints as follows [15]:

"tg2 ¢
P L v /Bz cdtV (9)
&Y, (cfF + 5P =PI J,
VFF
taz = tg1 — Atjnj + 52 (10)

where V is the volume flow rate. Consequently, the steady state
feed composition can be solved from the mass balance around the
feed node
PG (VD)
Ci:AZA— (for i=1,2) (11)
Linj
As the last step, the remaining cut time t4; should be equal to
the elution time of the pure component 1 shock that corresponds to
the steady state feed concentration. In the case of a large injection
width, the plateau Pf in the front of the elution profile is not eroded
during elution, and the analytical solution for the cut time t4; is
given by:

a1 (cF,0)
cbf

ta1=to [ 1+F (12)
where the height of the plateau P} is obtained from the intersection
of the ¢y axis and the I"_ characteristic passing though the steady
state feed on the hodograph plane. In contrast, for sufficiently small
injections, the pure component 1 plateau erodes completely, and a
numerical approach to solve t,; is needed. Several methods have
been presented in the literature for solving this problem, for exam-
ple by Guiochon et al. [20] and by Rhee et al. [21].

2.3. Performance of mixed-recycle SSR chromatography

In addition to developing the design method, Sainio and
Kaspereit [15] have analyzed the performance of mixed-recycle SSR
chromatography. The results can be summarized as follows:

1. The amount of fresh feed introduced to the process per cycle is
independent of the total injection width (obtained by mixing the
fresh feed and the recycle fraction).
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Fig. 2. Schematic representations of alternative SSR-SR configurations. (I) Solvent
removal from fresh feed. (II) Solvent removal from recycle fraction. (IIl) Solvent
removal from mixed fraction. FF, fresh feed; FF, concentrated fresh feed; R, recy-
cle fraction, R, concentrated recycle fraction; F’, mixed fraction; F, column feed;
E, eluent; SR, solvent removal unit; I, injection port; A, product fraction A (weaker
adsorbing component 1); B, product fraction B (strong adsorbing component 2).

2. The cycle time always increases as the injection width increases.

3. The productivity of SSR decreases with the increasing injection
width and is always lower than that of a batch process which is
optimized so that no gap exists between successive chromato-
graphic cycles.

4. The eluent consumption decreases with an increasing injection
width for small injections, but is independent of the injection
width for large injections. In terms of eluent consumption, SSR
chromatography always outperforms batch chromatography.

. The concentration of product fraction A increases with the
injection width for small injections, but is independent of the
injection width for large injections. With respect to the con-
centration of the product fraction A, an SSR process always
outperforms an optimized batch process.

6. The concentration of the product fraction B is independent of the

injection width and always the same as in batch chromatogra-
phy.

W

As will be seen later, these findings can also be exploited to
some extent in investigating the characteristic features of SSR-SR
chromatography.

3. Theory of SSR chromatography with solvent removal

As mentioned in Section 1, there are basically three alternative
configurations for applying solvent removal in a steady state recy-
cling chromatography process. These are illustrated in Fig. 2. Either
the fresh feed (option I) or the recycle fraction (option II) can be
concentrated before they are mixed together and introduced to the
column. Alternatively, solvent can be removed from their mixture
(option III). The removed solvent can be used as eluent and thus
reduce the consumption of fresh eluent.

Similarly to a conventional MR-SSR chromatography process
(Fig. 1), the steady state operation of these three process options is
conveniently presented in the hodograph plane as shown in Fig. 3.
The relative composition of a solution is not changed in an ideal
solvent removal unit. Therefore, the operating line of the solvent
removal unit is a straight line on the hodograph plane, and solvent
removal corresponds to moving upwards on it. As seen in Fig. 3, the
operating line passes through the origin and has a slope equal to
c1/c, of the solution treated.

In process option I (Fig. 3I), solvent removal is applied to the
fresh feed FF. The operating line thus passes through the origin and
FF, and the resulting composition maps onto point FF. On every
cycle, a recycle fraction is collected between cut times ty, and
tg1. The volume-average composition of the recycle fraction is pre-
sented on the hodograph plane as R. When the recycle fraction R is
mixed with the concentrated fresh feed FF, the actual feed compo-
sition F is obtained. When the SSR process operates at the steady
state, the feed point F, and thus also the recycle point R, must be
located on the '+ characteristic that passes through the concen-
trated fresh feed FF. It will be shown below that the steady state of
the process is uniquely determined by specifying (in addition to the
purity/yield constraints) the injection volume and one of the fol-
lowing: (1) the amount of fresh feed introduced per cycle, (2) the
amount of solvent removed per cycle, or (3) the relative volumes
of fresh feed and removed solvent.

In process option II (Fig. 31I), solvent removal is applied to the
recycle fraction R instead of the fresh feed F. In that case, the oper-
ating line of the solvent removal unit passes through the origin and
the recycle fraction R. The resulting composition maps onto point
R'. Mixing the concentrated recycle fraction R’ and the fresh feed
FF together, the actual feed composition F is obtained. According
to the lever rule, F must be located on the line segment between
FF and R'. At steady state, the feed point F does not move on the
hodograph plane from cycle to cycle, and is located on the same "+
characteristic as the steady state recycle fraction composition R. It
will be shown below that the performance of option II is identical
to option I within certain limits.

In process option III (Fig. 3III), the fresh feed FF and the recycle
fraction R are mixed before solvent removal. The mixture, referred
to as F”, is located on the line segment between FF and R. Since
solvent is removed from the mixture, the operating line passes
through the origin and F’. The resulting feed composition maps
onto point F. Similarly to configurations I and II, the steady state feed
composition F and the steady state recycle fraction R are located on
the same [+ characteristic. It will be shown below that option III
is the most versatile with respect to the amount of fresh feed that
can be processed or the amount of solvent that can be removed per
cycle.

The aim of solvent removal is to enhance process performance
through increasing the volume of fresh feed that can be fed to the
column in each cycle. The question arises, which of these SSR-
SR process concepts yields the best process performance? In the
following sections, we will investigate the operation of different
options. At first, in sections 3.1 and 3.2, the dependency between
the volume of fresh feed, the volume of removed solvent and the
composition of the steady state feed are considered generally. In
section 3.3, a method is presented for predicting the steady state
of an SSR-SR process without performing dynamic simulations. At
the same time, it will be shown that all SSR-SR options have equal
performance when the injection width as well as the volume of
fresh feed introduced to the column during each cycle are the same.
Finally, in section 3.4, the operation limits of different configura-
tions are compared.

3.1. Dependency between VIF and steady state feed composition

In conventional SSR chromatography, the steady state feed com-
position and the fresh feed composition are located on the same "+
characteristic on the hodograph plane [15]. Consequently, specify-
ing the purity requirements determines the volume of fresh feed V*
that can be processed per cycle. When solvent removal is applied,
the steady state feed composition is no longer located on the same
I'+ characteristic as the fresh feed (see Fig. 3). The following ques-
tions arise: (1) is the volume of fresh feed per cycle in this case fixed
by specifying the purities, or is it an independent variable, and (2)
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Fig. 3. Schematic representations of alternative SSR-SR configurations in the hodograph plane. (I) Solvent removal from fresh feed. (II) Solvent removal from recycle fraction.

(111) Solvent removal from mixed fraction.

if VT is not fixed, how do it and the location of the steady state feed
composition on the hodograph plane depend on each other?

As opposed to the conventional SSR process, the volume of fresh
feed is not fixed when solvent is removed. This can be shown by
considering the amounts of components 1 and 2 in the product
fraction B. Evidently, the specification of the fresh feed composition,
the volume of fresh feed per cycle and purity requirements fixes the
masses m‘f and mg. On the other hand, those masses can be obtained
by integrating the rear part of the steady state chromatogram from
the cut time tp; to Tp, [15]:

s (1=pB)YP* — D) meopr e ;

S Sl it U 1 de | v 13
my pFF(pAwLpr‘l) (=} o C1 ( )
B(pA — pFF) 52 .
mbo PO -PT) mye / e dt |V (14)

2T AP P 1) o

Time here is presented relative to the end of the injection
(t=t— Aty) in order to emphasize that the obtained results are
independent of the injection width. Explicit expressions for the
integral terms are given in Appendix A. Their values depend on the
integration limits (7py, Tp2) as well as on which I"+ characteristic
the point F is located. Let us denote the characteristic in question
by, its slope by I'F, and the intersection between the characteristic
and the ¢, axis by cif. Physically, ¢} corresponds to the height of
the pure component 2 plateau in the tail of the chromatogram. The
relationship between & and cf¥ is given by [20]:

—1—byctF
F o 2C)

_ 15
5 abychF (13)

When the cut time 7p; is set equal to the time of complete elution
of component 2, its value is obtained directly from the adsorption
isotherm parameters (see Eq. (8)). Hence, the composition of the
product fraction B depends on the cut time 75; and the concen-
tration CSF only. These values can be solved from the pair of Eqgs.
(13) and (14), which has at most one solution (see Appendix B for
uniqueness of solution). This means that for every V¥ there can be
only one characteristic I'F on which the steady state feed composi-
tion can be located. Accordingly, since I'f is not fixed in the SSR-SR
process, neither can VfF, Moreover, if an SSR-SR process is designed
by specifying the volume of fresh feed (in addition to purity require-
ments), the steady state feed composition F will always map onto
a certain characteristic I'F irrespective of the injection width.

Let us next investigate how I'f changes with the amount of fresh
feed. As seen in Eq. (B.9), the higher C;F is, the shorter 7, has to be
in order to fulfill the purity requirements. In addition, when tp; is
constant, m§ increases with the increasing cJ¥ (Eq. (B.2)) and, when
cbf is constant, m5 increases with the decreasing 7 (Eq. (B.5)). This

means that m5, and thus the volume of fresh feed, must increase
with the increasing C‘ZJF with the given purity requirements

VI achF
| >0& 2| >0 (16)
achF o5 OVFF »

By applying the chain rule to Egs. (B.9) and (16), it is observed
that the cut time 7p; decreases as VfF increases:

. o -PF
_ 0 acy
- 8CPF OVFF
p 2 |
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S <0 (17)
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In practice, this means that the larger the amount of fresh feed
that is introduced to the column during each cycle, the higher a c’Z’F
and the shorter a 7, are needed to fulfill the purity requirements.
We shall use this information in Section 3.4 to derive operation
limits for the various SSR-SR configurations.

3.2. Dependency between VT and VSR

Let us next analyze how the volume of fresh feed V¥ and the
volume of removed solvent V°k depend on each other. For all config-
urations shown in Fig. 3 (in other words, regardless of the position
of the solvent removal unit), the following equation holds for the
injection width:

Vinj = VIT 4+ VR — VSR (18)

Because solvent removal does not affect the amounts of compo-
nents 1 and 2 in the treated fraction (i.e. the fraction to which the
solvent removal is applied), the two mass balances around the feed
node are given by

Vinjch = VFECEF 4 VRCR (19a)

Vinjch = VFFCEF 4 VRCE (19b)

In addition, since the steady state feed composition F and the
steady state recycle fraction composition R are located on the same
I'+ characteristic on the hodograph plane, we can write
o =& -of (20a)
R =EN(K ) (20Db)

and solve the injection volume by eliminating the steady state feed
composition from Eqgs. (19a), (19b) and (20a):
Ve _ EF (VFFCEF 4 VRCR) — (VFFCEF 4 VRCR)
inj = &F cIF
+62

(21)
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Fig. 4. Effect of fresh feed volume on the required solvent removal capacity as
bed volumes in a mixed-recycle SSR-SR process. The calculation method used is
described in Section 3.3. Parameters: cff = cff = 10g/L; F=1/3; qm1 =qm2 =100g/L;
by =0.02L/g; b, =0.025L/g. Purity constraints pA=pf=0.9. The dash-dotted line
shows the upper limit of V/ that can be achieved (see Section 3.4).

The volume of solvent removed per cycle can now be solved by
combining Eqs. (18), (20b) and (21):

VSR = yFf <1+ q ch) (22)
g

As seen in the equation, the volume of the solvent removed dur-
ing each cycle is independent of the injection width. This means
that specifying the volume of fresh feed uniquely fixes the amount
of removed solvent.

In addition, it is interesting to note that V°R increases with an
increasing VfT. This can be observed by substituting &% from Eq. (15)
into Eq. (22) and differentiating the resulting equation with respect
to cbF:

SR /\/FF FF FF
B(V() I/):/ ) _ [ abiby - (=% . -0 (23)
&3 (@ —1-bycF)”  (c5F)

By applying the chain rule to Egs. (16) and (23), we can note that

the ratio V3R /VFF must increase with an increasing Vf*

A VSR/VFF) B A VSR/VFF) ach

vE = o v O 24
and, thus also VSR must increase with an increasing V¥
avSR
Sy > 0 (25)

Eq. (25) means that the dependency between VF and VSR is
single-valued also the other way around: specifying VR uniquely
fixes VI with which the desired purity requirements can be sat-
isfied. Moreover, if the process is designed by specifying the ratio
VF|VSR both parameters are fixed, as can be seen from Eq. (24).

An example of the dependency between the volume of fresh
feed and the volume of removed solvent is shown in Fig. 4. As seen
in the figure, the more fresh feed is introduced to the column per
cycle, the more solvent must be removed. The trend is the same as
predicted in Eq. (25). In addition, the curve is convex downward.
This means that the solvent removal capacity that is required to

operate an SSR-SR process increases faster than the amount of fresh
feed that can be processed per cycle (see Eq. (24)).

Using the findings above, it can also be observed that the volume
of the recycle fraction must increase linearly with an increasing
injection width. Since both VfF and V*R are independent of V;, we
can differentiate Eq. (18) with respect to the injection width and
obtain

ovR
3Vi”j VFF

=1 (26)

Finally, it should be emphasized that these results are also valid
when VSR =0, which of course corresponds to the conventional MR-
SSR process. By setting V*R=0 in Eq. (22), it is observed that the
steady state feed composition must be located on the I"+ character-
istic passing through the fresh feed composition. This is congruent
with the findings by Sainio and Kaspereit [15].

3.3. Method for predicting the steady state of SSR-SR

The previous analysis of dependency between the volume of
fresh feed, the volume of removed solvent and the steady state feed
composition provides the basis for designing the SSR-SR process.
Next, the method by Sainio and Kaspereit [15] to predict the steady
state of the conventional SSR process without performing dynamic
simulations will be extended to SSR chromatography with solvent
removal. The goal is to find the cut times (t41, ta2, tg; and tgy) such
that, in the steady state, arbitrary purity constraints are satisfied.

The main difference between designing SSR processes with and
without solvent removal is that there is one more independent vari-
able in the latter case. In the conventional SSR process, the injection
width is the only freely chosen operating parameter [15] when the
fresh feed composition and the purity requirements are given. In
the case of SSR-SR, however, one of the following can be chosen in
addition to Vj,;: (1) the volume of fresh feed per cycle V¥, (2) the
volume of solvent removed per cycle VSR, or (3) the ratio VSR/VFF
(see Section 3.2). As will be shown below, this choice affects the
method for the prediction of the steady state.

Since the fresh feed and the steady state feed compositions are
not located on the same I+ characteristic on the hodograph plane,
the first step in designing an SSR-SR process is to determine the I+
characteristic passing through the steady state feed composition.
The method for determining I"f depends on the parameter used as
the design criterion. The simplest alternative is to select the ratio
between VSR and VfF as a starting point. In that case, the slope &
of I'f is obtained analytically from Eq. (22). The resulting equation
is a second order polynomial with respect to &/ and has only one
positive root. When VT or VR is used as a design parameter, deter-
mining I'f is somewhat more complicated. cF is solved form the
pair of Eqs. (13) and (14) when V¥F is specified, and from the set of
Egs. (13),(14) and (22) when V*R is specified. As seen in those equa-
tions, an analytic solution is no longer practical (even if possible).
The most convenient way is to use a numerical technique for root
finding.

When the desired I'f characteristic has been obtained, the rear
part of the chromatogram is known and the cut times (t41, tao, tp1
and tg,) as well as the steady state feed composition can be solved.
The procedure is very similar to the conventional SSR process. At
first, the cut time tg, can be obtained from Eq. (8) and tg; should
be chosen such that the purity constraints of product fraction B
are fulfilled. When calculating the cut time t,;, the volume of the
removed solvent VSR has to be taken into account:

FF _ SR
tap =tpy — Afmj + 7‘/ v v (27)

If VIT or VSR are not used as a design criterion, their values must

be solved from Egs. (9) and (22), respectively, before applying Eq.
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(27). It is worth noting that, similarly to conventional MR-SSR, t4;
is independent of Vj,; (since tp; =tp1 — Aty is independent of Viy;).

The steady state feed composition can be solved from the mass
balance around the feed node, Eq. (11). As in the case of conven-
tional MR-SSR, it is independent of the injection width when t,, is
located on the injection plateau (i.e. for large injection volumes).
This can be observed by rewriting Eq. (11) as

. fr’:l it + cF(tay — Ta1 + (VR/V))
C: =
1

28
taa —7p (28)

where 7p denotes the elution time of the end of the injection plateau
relative to the end of the injection and thus depends on cf and
isotherm parameters only.

Finally, the remaining cut time t, should be equal to the elution
time of the pure component 1 shock for minimizing the cycle time.
The solution is analogous to that outlined in Section 2.2 for the
conventional SSR process.

It is important to note that the previous approach is indepen-
dent of the process configuration (I-III) concerned. This means
that all process options with the same injection width and fresh
feed volume per cycle must lead to exactly the same steady state.
Consequently, the process performance with the same operating
parameters is also identical.

3.4. Feasible range of operation parameters for different SSR-SR
configurations

The conclusion above concerning the identical performance of
various SSR-SR configurations requires that the same operating
parameters can be used for all options. However, this is not always
possible. As will be shown shortly, the configurations differ with
respect to the amounts of fresh feed that can be processed per
cycle, as well as the range of feasible injection widths. Especially
the limits for the maximum fresh feed volume and the minimum
injection width are not identical. The minimum fresh feed volume,
however, is the same for all configurations. In addition, there is no
upper limit for the injection volume since the volume of the recycle
fraction can be increased without any limits. The limits for different
configurations are illustrated in Fig. 5 and can be derived as follows.

Let us first consider the lower limit for the fresh feed volume.
As mentioned before, the volume of fresh feed always increases
with an increasing volume of removed solvent. This means that the
minimum V¥ for all three configurations is achieved when VR =0.
Obviously, this corresponds to the operation of the conventional
SSR process. Since VT is independent of the injection volume for a
certain V3R, the limit is a straight vertical line in Fig. 5 (limit A). The
corresponding VT can be obtained from Eq. (9).

3.4.1. Specific limits for configuration I

In configuration I (solvent removal from fresh feed), the min-
imum injection volume for a certain Vf is achieved when V=0
(limit B in Fig. 5). This can be observed by considering that Vj;;
always increases with an increasing VR (see Eq. (26)). The con-
dition corresponds to batch chromatography with solvent removal.
The limit can be constructed in Fig. 5 by giving the ratio VSR/VfF
goes upward from 0 (more exactly from 0 to 1, as will be shown
shortly) and solving the corresponding V¥ and V3R values with
the design method described in Section 3.3. The desired Vj,; val-
ues are then obtained from Eq. (18) by setting VX to 0, which yields
Vinj.t = VIF = V3R,

The upper limit for the fresh feed volume originates from the fact
that V3R can never be larger than the fraction to which the solvent
removal is applied. In the case of configuration I, this means that
the volume of solvent removed has to be less than the volume of
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Fig. 5. Regions of feasible operating parameters for different SSR-SR configurations.
Limit A: VR=0 (conventional SSR chromatography), limit B: VR=0 (batch chro-
matography with solvent removal), limit C: VSR = V¥, limit D: VSR = VR, limit E: t4, = to,
limit F: Vj,; = 0. Feed concentrations, isotherm parameters and purity constraints are
the same as in Fig. 4.

fresh feed:
VSR < vfF (29)

Hence, the maximum is achieved when ViR = VIT (i.e. VR /VIT =
1).On the hodograph plane, this corresponds to the situation where
the operating line of the solvent removal unit is parallel to I'f. As
for Fig. 5, the limit is a vertical line (limit C), the V¥ coordinate of
which can be obtained by setting VR /VfF = 1 to Eq. (22), solving
the corresponding c¥, and finally calculating Vff from Eq. (9).

3.4.2. Specific limits for configuration I

Let us next consider the case of solvent removal from the recycle
fraction (option II in Fig. 3). The volume of removed solvent must
be less than the volume of the recycle fraction:

ViR < vk (30)

In addition, VR increases linearly with an increasing Vinj, as men-
tioned before. This means that the lower limit for the injection
width is achieved when ViR = VR. Obviously, this corresponds to
Vinj = VFF, and hence in Fig. 5 the limit is a straight line with slope 1
(limit D).

Since solvent removal does not constrain V{F but ViR (compare
Egs.(29) and (30)), the volume of fresh feed in option Il can be larger
than in option L. Of course, this requires that the injection volume is
large enough. On the hodograph plane, this means that the steady
state feed composition F can be located on a characteristic I+, the
slope of which is smaller than cfF /cfF. However, there is an upper
limit for V¥ also in option II. This condition is obtained by consid-
ering that the cut time t,, must be larger than the elution time of
a non-retained component ¢,

FF _ SR
tA2=TBl+¥ > to (31)

It can be shown that the left hand side of the inequality
decreases monotonically with an increasing ch and approaches
minus infinity when c'z’F approaches its maximum value, the so-

called watershed point. This means that there has to be a maximum
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VFF which does not fulfill the condition above (limit E in Fig. 5). The
value can be solved numerically by searching for a V¥ with which
tao corresponds to ty.

3.4.3. Specific limits for configuration III

In process option III (solvent removal from the mixed fraction
before injection), the volume of the mixed fraction VF" must be
larger than the volume of removed solvent VSR

ViR < Vi = Vi + Vi (32)

In practice, this means that the injection volume must always be
positive Vi;; > 0 (limit Fin Fig. 5). However, the volume of the recycle
fraction cannot be negative in this case, either. For this reason, when
VSR|VFF <1 the lower limit of V;, for configuration IIl is the same as
for configuration I (limit B).

As to the upper limit of V¥, configuration III is equal to con-
figuration II (limit E). This means that configuration III is the most
flexible one with respect to the injection width and the volume of
fresh feed. As can been seen from Fig. 5, there exists no combina-
tion of operating parameters Vj;; and VFF that allows the operation
of configuration I or Il but not configuration III.

4. Performance evaluation of SSR-SR process

Asusual in designing separation processes, itis important to find
the operating parameters that lead to optimal process performance.
In the present case, the most interesting performance parameters
are (1) specific productivity, (2) specific eluent consumption, and
(3) the average product concentrations. The productivity and the
eluent consumption are here defined for component 1 (and analo-
gously for component 2) as follows:

P B (33)
1= =——

A tcycle A tcycle
EC, = VAteycie = Vin =V (34)

Y CfF VFF

As seen in the latter equation, it is assumed that the removed
solvent can be used as eluent in the process. Evidently, this reduces
the need for fresh eluent. The average concentration of product
fraction A is defined with respect to component 1 and the average
concentration of product fraction B with respect to component 2:

A taz
m
&= 1 cydt (35)
(taz — ta1)V tas — ta tn
mB 1 tp2
&= Z_ - codt (36)
(tgy —tg1)V T2 — 11 51

To predict the optimum performance of different SSR-SR config-
urations, the system is assumed to operate in “stacked injections”
mode. This means that injection times are chosen so that no gaps
exist between fraction B and fraction A of the following cycle.
Hence, the cycle time is

Ateyele = tg2 — tar = Atinj + Tg2 — tar (37)

Since 7p; is always independent of the injection width, the
effect of VT on the cycle time depends only on the behavior of
ta1. According to our understanding, the derivative dts; /At is
always non-negative but less than unity, which yields

0A tcycle

Otay
AL, -

0< -
VFF 3Atiﬂj

(38)

VFF B
The behavior is similar to the case of conventional SSR. The

equality sign refers to large injections with witch the pure com-
ponent 1 plateau is not eroded and the cut time ty; is located on

the injection plateau. This can be seen considering that in this case
the steady state feed composition and thus also the cut time tx;
are independent of the injection width. On the other hand, when
small injection volumes are applied, no closed form expression for
derivative dt41 /0Aty,; can be given. However, a parametric analysis
using the approach by Guiochon et al. [20] for the calculation of t4;
and applying small and large separation factors, low and high puri-
ties as well as weakly and strongly non-linear adsorption isotherms
implied that the inequality above is valid also when solvent removal
is applied.

4.1. Effect of injection volume on performance parameters

When evaluating the performance of the SSR-SR process, the
valuable findings concerning conventional SSR chromatography
can be exploited (see Section 2.3). Obviously, the SSR-SR configura-
tion I is equivalent to a conventional SSR chromatography process
(no solvent removal) if the feed concentration of the latter is

FF
FF 1 FF
Cécp = ————5 Cocp_ (39)
SSR VIFF _ VISR SSR-SR

In addition, in Section 3.3 it was shown that all three SSR-
SR options have identical performance when the same operating
parameters are used. This means that the results obtained by Sainio
and Kaspereit [15] are valid for all SSR-SR configurations as far as
they are operated in region which is feasible for configuration I (see
Fig.5). Consequently, for a certain solvent removal capacity (i.e. also
for a certain VfF) productivity always decreases with an increas-
ing injection volume. Moreover, eluent consumption decreases
and average concentrations in product fraction A increase with an
increasing injection width until they level off as the injection vol-
ume becomes sufficiently large. The limit is achieved when ty, is
located on the injection plateau. Average concentrations in prod-
uct fraction B are, in contrast, always independent of the injection
width. Comparing the SSR-SR process with optimized batch chro-
matography with the same VR (ie. cff = cff, from Eq. (39)), the
recycling scheme is always better in terms of the specific eluent
consumption and concentration of the first product fraction. As to
the specific productivity, batch chromatography is better.

The results above concerning the operation area of configuration
I can be easily extended also to other regions. By differentiating
Egs. (33)-(36) with respect to the injection volume and accepting
the empirical inequality in Eq. (38), the following expressions are
obtained:

e Y, cEFVEF AL,
[)PR] __ 149 . cycle 0, (40)
3Ati"j VFF (Atcycle) 3Ati"j VFF
BEQ V atcycle
- _ -1) <o, (41)
3Atmj VFF Y, CfFVFF (dAtinj VFF
el ? ( Vi v )
A | e AL \ (taz — ta1)V / |y
Y, cEFVFF
S halV ot | (42)
(taz — ta1 >V OLinj | o
aEB Y- CFFvFF
il o @ ( VI o (43)
Otinj | e IDin \ (tg2 — tg1)V /) |yrr

As can be seen, these are equivalent with the findings above. In
addition, the same results for productivity and eluent consumption
are obtained if the analysis is carried out for component 2.

Regions for optimal operation conditions concerning different
performance parameters are presented in Fig. 6. The curve line G
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Fig. 6. Limits of optimal operating parameters for the SSR-SR process. For a cer-
tain V7, maximum productivity is obtained at the limits B and F. Minimum eluent
consumption and maximum product concentrations in fraction A are obtained at
the limit G and above it. Gray background: regions of feasible operating parame-
ters for different SSR-SR configurations (see Fig. 5). Feed concentrations, isotherm
parameters and purity constraints are the same as in Fig. 4.
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corresponds to the maximum injection width with which the injec-
tion plateau is not recycled. As can be seen in Eqs. (41) and (42), the
minimum eluent consumption and maximum product concentra-
tions of fraction A for a certain Vff are obtained at this limit and
above it. In contrast, as to the productivity, the optimum is always
achieved with the smallest possible injection width (see Eq. (40)).
In Fig. 6, this corresponds on limits B and F.

As seen from Fig. 6, for a certain V¥ the process option I can
be operated both at the point of maximum productivity and in the
region of the minimum eluent consumption. However, the max-
imum fresh feed volume that can be obtained is lower than in
other cases, as mentioned already in Section 3.4. In configuration
11, the value chosen for VT can be more flexible, but the maximum
productivity is never achieved. All this means that the optimum
operating point, which is naturally a trade-off between different
performance parameters as well as the required solvent removal
capacity, may be located in a region where only the process scheme
Il can be operated. Such calculations are beyond the scope of this
work, however.

4.2. Simulation of process performance with a generic example

The design method presented above can be used to compare the
performance of different SSR-SR process configurations. In particu-
lar, the effect of the operating parameters V¥ and Vinj on the specific
productivity, the specific eluent consumption, and the average
product concentrations were of interest here. The simulations were
carried out with a generic model system. The feed concentrations
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Fig.7. Effect of volume of fresh feed and injection volume on the performance of mixed-recycle SSR chromatography with solvent removal. The direction of increasing injection
volume (0.04, 0.08, 0.12, 0.16 and 0.20BV) is indicated with an arrow. Feed concentrations and isotherm parameters are given in the text. Circles: batch chromatography
without solvent removal; dashed lines: operation limits of SSR-SR configurations (limits A-G in Figs. 5 and 6).
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were cff = cff = 10g/L, the phase ratio F=1/3, and the parameters
of Langmuir isotherms, Eq.(7), gm,1 =qm2 =100g/L, by =0.02L/gand
b, =0.025L/g. The purity constrains of both product fractions were
set equal to 0.9.

The dependence of the performance parameters on the volume
of fresh feed and the injection volume is displayed in Fig. 7. Because
the same feed concentrations and purity requirements were used
for both components, the productivities and eluent consumptions
behave identically. The white circles in the subfigures represent the
performance of batch chromatography without solvent removal
and the dashed lines the operation limits of various SSR-SR con-
figurations (limits A-G in Figs. 5 and 6).

It is observed in Fig. 7a that productivity increases with an
increasing VfF. It is interesting to note that an SSR-SR process can
achieve a higher productivity than an optimized batch chromatog-
raphy process that also employs solvent removal (line B in Fig. 7a).
In thisrespect, SSR-SR is fundamentally different from conventional
SSR. However, this condition requires that the volume of removed
solvent is larger than the volume of fresh feed (see also Fig. 5,
limit C). In other words, the SSR-SR must operate in an area that
is not feasible for batch chromatography with solvent removal or
for the SSR-SR configuration I. Considering that the solvent removal
capacity required to operate SSR-SR increases rapidly with V¥ (see
Fig. 4), the economic optimum might not be where the productivity
is the highest. As mentioned before, such calculations are beyond
the scope of this work, however.

It can also be observed from Fig. 7a that productivity decreases
with an increasing V;,; (direction of the arrows). This effect is the
same as predicted in Eq. (40) and can be explained in a similar way
as in the case of a conventional SSR process [15]. When the vol-
ume of fresh feed is constant, the volume of the recycle fraction
increases rapidly with the increasing injection volume. Hence, less
fresh feed is introduced compared to the size of the recycle frac-
tion, and the operation is less efficient. This means that when the
ratio VSR /VFF is less than 1 (Fig. 5, limit C), batch chromatography
with solvent removal always outperforms SSR-SR chromatogra-
phy in terms of productivity. When the ratio V3R/VFF is at least
1, the optimum injection volume (with respect to productivity)
is zero.

In Fig. 7b, it is seen that the eluent consumption decreases with
an increasing volume of fresh feed. The trend originates from two
different causes. Firstly, the amounts of components in the product
fractions increase as VT increases. This means that the denomina-
tor in Eq. (34) increases, and thus the specific eluent consumption
decreases. Secondly, the more fresh feed is introduced into the col-
umn, the more solvent has to be removed. As mentioned before,
the removed solvent can be used as eluent, and less fresh eluent is
needed.

The effect of the injection volume on the eluent consumption is
congruent with Eq. (41) and the findings by Sainio and Kaspereit
[15]. The eluent consumption decreases with an increasing injec-
tion volume until it levels off as the injection volume becomes
sufficiently large. The limit is achieved when the injection plateau
is recycled.

Using a larger volume of fresh feed also results in higher
concentrations of components 1 and 2 in product fractions A
and B, respectively (Fig. 7c and d). It is interesting to note
that when the volume of fresh feed approaches its maximum
value (limit E), the product concentrations in fraction A approach
infinity. However, the concentrations in fraction B remain finite.
Similarly to conventional SSR, the injection volume has no
effect on the average concentrations in the product fraction
B, as predicted in Eq. (43). Moreover, the average concentra-
tions in the product fraction A become independent of the
injection volume when t; is located on the injection plateau
(see Eq. (42)).

5. Conclusions

Operation and performance of mixed-recycle SSR chromatog-
raphy with solvent removal was analyzed theoretically in the
framework of the equilibrium theory. A method was developed to
choose a priori the cut times for fractionating the outlet stream of
the chromatography column so that the user-given purity and/or
yield specifications are fulfilled. With this approach, the steady
state is obtained on the basis of adsorption isotherm parame-
ters only, without performing dynamic simulations. The amount
of fresh feed introduced per cycle and the injection width were
identified as the only free operating parameters. A relationship was
derived between the amount of fresh feed and the solvent removal
capacity required to achieve the chosen purities.

The following three process configurations were investigated:
(I) solvent removal is applied to the fresh feed, (II) solvent removal
is applied to the recycle fraction, and (III) solvent removal is applied
after mixing the recycle fraction and the fresh feed. It was shown
that, due to solvent removal, it is possible to treat more fresh feed in
each cycle in an SSR-SR process than in the conventional SSR con-
cept. In addition, it was demonstrated that specifying the volume of
fresh feed (together with the purity requirements) fixes the volume
of solvent that has to be removed. The solvent removal capacity was
shown to increase rapidly with the amount of fresh feed introduced
to the column per cycle.

The theoretical analysis also revealed that all three SSR-SR
configurations have identical performance when the same oper-
ating parameters, i.e. injection volume and fresh feed volume, are
used. However, the maximum amounts of fresh feed that can
be processed per cycle, as well as the range of feasible injec-
tion widths, are not identical. With respect to the considered
process performance parameters, the configuration where sol-
vent removal is applied after mixing the recycle fraction with the
fresh feed is the most flexible one and can provide the highest
performance.

SSR-SR chromatography was shown to have a lower eluent con-
sumption and higher concentration of the first product fraction
compared to batch chromatography with the same solvent removal
capacity. As to the productivity, the optimized batch operation with
solvent removal outperforms SSR-SR when solvent is removed from
the fresh feed. However, when the solvent removal in SSR-SR is
applied to the mixed fraction, higher productivity can be achieved
than in the optimized batch operation.

Finally, it should be reminded that the theory presented in
this work is based on the equilibrium theory of chromatography
with assumption of infinite column efficiency. For this reason, the
approach is most applicable for high performance systems, while
some conclusions may not be valid for systems of moderate or low
efficiency. However, we believe that the proposed approach can
be used in many real industrial applications to predict the pre-
liminary operating parameters which can be later optimized by
detailed simulations. In practice, solvent removal in a chromato-
graphic process has also some limitations that were not considered
here. The solubility of the solutes or the viscosity of the con-
centrated solution may limit the amount of solvent that can be
removed.

Nomenclature

coefficient matrix in Eq. (5)

coefficient of the Langmuir isotherm

Langmuir parameter (L/mol or L/g)

concentration (mol/L or g/L)

average concentration in a product fraction (mol/L or g/L)
phase ratio

Mmoo T B
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EC eluent consumption

m mass (g)

p purity of fraction j with respect to a target component

P; pure component plateau in a chromatogram with con-
stant concentration of i

PR productivity

q stationary phase concentration (mol/L or g/L)

qm saturation capacity of the adsorbent (mol/L or g/L)

t time relative to beginning of cycle (min)

to elution time of a non-retained component (min)

u interstitial velocity (m/min)

Vv volume (L or BV)

v volume flow rate (L/min)

X space coordinate (m)

Y yield with respect to a target component

Greek symbols

o separation factor

r characteristic of a simple wave

y auxiliary parameter in Egs. (A.1)-(A.5)

& slope of the characteristic in the hodograph plane

X shock wave

T time relative to the end of injection (min)

rg retention time at infinite dilution relative to the end of
injection (min)

Subscripts

1,2 components to be separated

LILII  type of SSR-SR process configuration

Al beginning of product fraction A

A2 end of product fraction A

B1 beginning of product fraction B

B2 end of product fraction B

cycle cycle of an SSR process

E1l end of mixed zone

E2 end of elution profile

I end of pure component 2 plateau

inj injection

P end of injection plateau

+ faster wave or shock

- slower wave or shock

Superscripts

A product fraction A

B product fraction B

F steady state feed

F’ steady state feed before solvent removal

FF fresh feed before solvent removal

FF fresh feed after solvent removal

P pure component plateau

R recycle fraction before solvent removal

R recycle fraction after solvent removal

SR solvent removal

Appendix A. Integral terms in Egs. (13) and (14)

In this appendix, analytical expressions for the integral terms in
Eqgs. (13) and (14) are given. The elution profiles of components 1
and 2 as a function of time are given by Guiochon et al. [20] for the
mixed wave as in Egs. (A.1) and (A.2):

0 —f
Y Ra °—1} (A1)

a T—1p

1
7 b ba/(ag]) {

9, —t
= 1 y k2" 0 -1 (A2)
by + b £F T—tp
and for the pure component 2 wave as in Eq. (A.3):
0
1 TR,Z - tO
Q= [‘/Vrto_l (A3)

The following parameters are used in Egs. (A.1)-(A.3). The initial
slope of the Langmuir isotherm is a; = b;qp, ;, the separation factor
o = ay/ay, the retention time at infinite dilution Tl(z),i = to(1 + Fa;),
and an auxiliary parameter y = a/(1 + bychF).

The integration limits are the end time of the mixed zone, Eq.
(A.4), the end time of the pure component 2 concentration plateau,
Eq. (A.5), and the end time of the elution profile, Eq. (A.6).

Te1 =lo (1 + @) (A4)
o
y 2
T =t |1+Fay (7) :| (A.5)
o
Tg2 = to(1 + Fay) (A.6)

By employing these equations, the integral term in Eq. (13) can
be integrated analytically to give
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and the integral term in Eq. (14) to give
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Appendix B. Uniqueness of solution to pair of Egs. (13) and
(14)

An essential intermediate result in the analysis of SSR-SR is
the fact that specifying V' (in addition to purity or yield require-
ments) determines the characteristic I'f onto which F will map in
the steady state. This characteristic is independent of the injection
width. This holds true if the pair of Egs. (13) and (14) has a unique
solution, which can be shown as follows.

If we determine the cut time tp; as a function of CIZ’F so that the
purity p? matches a design constraint, we get a strictly decreasing
curve. The same applies if we determine 7z as a function of cff so
that the mass m'f, given on the left in Eq. (13), is correct. In contrast,
when we determine 7p; so that mg is correct, a strictly increasing
curve is obtained. This can be observed as follows.



32 J. Siitonen et al. / Separation and Purification Technology 78 (2011) 21-32

When the cut time 7, is held at a fixed value but ch isincreased
(i.e. the height of the pure component 2 plateau increases), the
amount m’f decreases (due to enhanced displacement) and m’23
increases:

] B
™l <o (B.1)
BCPF
2 g
omS
T ) (B.2)
2 g

Thus, the purity of the product fraction Bmust also increase with
an increasing c5f:

op®

o >0 (B.3)

TB1

In addition, for a constant c’z’F but a decreasing 7p; (i.e. the

increasing length of product fraction B along a chosen I+ char-
acteristic), m% and m& both increase, whereas p? decreases.

om8
— <0 (B.4)
0B PF
2
B
ml 2o (B.5)
d7py PF
2
o, (B.6)
0B PF

2

By applying the triple product rule to Egs. (B.1) and (B.4), to Egs.
(B.2) and (B.5) and to Eqs. (B.3) and (B.6), we can determine the
sign of the partial derivatives of 75, with respect to c’z’F in the case
of a constant m&, m5, and p8, as shown in Egs. (B.7)-(B.9). These are
equivalent to our statements above:

07y

<0 (B.7)
3C123F mlli
071
- >0 (B.8)
9T | s
0tp1
T g (B9)
achf o

Evidently, the solution of the equation pair (13) and (14) can
be found from the intersection of the curves zg; = f(c5) 5, 751 =
1

f(c‘z’F)pB and 7 :f(ch)pB. Because strictly increasing and strictly
2

decreasing curves can have only one intersection, also the pair of
Eqgs. (13) and (14) has only one solution.
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Explicit equations for the height cf and retention time tg; of the pure first component shock in the case
of a narrow rectangular injection pulse of a binary mixture with competitive Langmuir isotherms were
derived within the frame of the equilibrium theory. The height of the first shock is obtained as an only
positive root of a quartic equation. Hence, it was shown that, for binary Langmuir systems, the individual
concentration profiles at the column outlet can be expressed entirely in closed-form. In addition, a novel,
simple parametric representation that gives the trajectory of the first shock in the distance-time diagram

g:{’l‘l"l’l"t:gzm theory asafunction of ¢; was derived. The practical relevance of the new equations was demonstrated by utilizing
Ideal model them for optimization of batch chromatography. It was shown that cf increases and tg; decreases with

increasing duration of injection for given feed concentrations when the pure first component plateau is
eroded during elution. The derivative of the cycle time with respect to the duration of injection is always
more than unity. For this reason, the maximum productivity of more retained component is obtained
when the duration of injection is selected so that the purity constraint can be fulfilled by having 100%
yield. For the less retained component, an implicit expression for the maximum productivity was derived.
When the injected loadings are constant, tg; decreases with increasing feed concentrations while c$
and the cycle time are independent of them. In addition, the productivities of both components always

First component shock
Langmuir isotherm

increase with increasing feed concentrations.

© 2011 Elsevier B.V. All rights reserved.

1. Introduction

Preparative chromatography is a highly developed technique
for many difficult separations in the pharmaceutical, fine chemi-
cal and food industries. Within these applications, chromatography
is typically operated at overloaded conditions, for which nonlin-
ear competitive adsorption behavior is characteristic. Under these
conditions, the solute propagation in the column is essentially con-
trolled by the thermodynamics of phase equilibria, while kinetic
properties have a secondary, albeit not negligible, effect on the
system dynamics [1].

For decades, different chromatographic systems have been
described by using so called equilibrium theory of chromatogra-
phy [1-9]. Within the frame of the theory, the propagation of the
concentration states in the column are described by considering
convection and phase equilibrium only, while mass transfer resis-
tance and axial dispersion are neglected. The theory provides an
understanding of the main features of the column dynamics, such
as formation and propagation of concentration shocks, dispersive
waves and their interactions for single, binary as well as multi-

* Corresponding author. Tel.: +358 5 62111; fax: +358 5 62199.
E-mail address: tuomo.sainio@lut.fi (T. Sainio).

0021-9673/$ - see front matter © 2011 Elsevier B.V. All rights reserved.
doi:10.1016/j.chroma.2011.07.004

component systems. It has been used widely for the analysis and
design of both single-column [10-13] and multi-column chromato-
graphic processes [14,15].

The equilibrium model consists of hyperbolic first-order partial
differential equations. In the case of classical competitive Langmuir
isotherms and piecewise constant boundary condition, the solution
of the model equations can be given mostly in explicit form, also
in the case of multi-component systems. First comprehensive anal-
yses of the problem have been presented already in the 1940s by
Devault [2] and by Glueckauf [3]. They both discussed the math-
ematical theory of the two-component problem and showed, for
example, the existence of two discontinuities, one in front of each
band. Later, Helfferich and Klein [ 1] and Rhee et al. [4] calculated the
composition trajectories in the distance-time plane by exploiting
two different approaches: so-called h-transform and the method of
characteristics, respectively. Based on these approaches, Golshan-
Shirazi and Guiochon [5,6] have presented an exact, analytical
solution for almost the entire chromatographic cycle at column
outlet in the case of a binary Langmuir system. However, in the
case of small injection, they have been unable to derive a closed-
form solution for the height of the pure first component shock cf
and for the retention time of the shock tg 1. Recently, Rajendran and
Mazzotti [9] have presented the trajectory of the first shock in the
distance-time diagram in parametric form by using w-transform,
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but they have not discussed the solution at the column outlet.
Closed-form equations for the height and position of the first shock
have not been reported.

Lack of explicit equations for cf and tg 1 significantly complicates
the analysis and design of chromatographic systems, especially the
evaluation of the key performance parameters such as productivity
and eluent consumption [10-13]. This is because the most useful
definition of the cycle time allows “stacked injections” where the
front of each injection profile touches (but does not overlap with)
the tail of the preceding one. In absence of the complete closed-
form solution of the chromatogram, the cycle time has even been
defined excessively large in some optimization studies [10,11],
which limits the practical relevance of the results. In addition, equa-
tions for the retention times of the shock fronts are needed to
estimate adsorption isotherm parameters in a recently introduced
experimental method [16].

The main objective of the present work is to derive a closed-form
expression for the height and retention time of the pure first com-
ponent shock in the case of a narrow rectangular injection pulse of a
binary mixture with competitive Langmuir isotherm. The approach
is based on the equilibrium theory of chromatography and it can
be considered as a complement to the work of Golshan-Shirazi and
Guiochon [5].

At the beginning of this contribution, the fundamentals of the
equilibrium theory will be summarized. After that, analytic solu-
tions for cf and tg; are derived. It will be shown that, for binary
Langmuir systems, the individual concentration profiles at col-
umn outlet can be expressed entirely in closed-form. The obtained
results are applied to derive a simple parametric representation for
the trajectory of the first shock in the distance-time diagram. The
location of the first shock in physical plane is given as a function
of c?. Finally, the practical relevance of the novel equations will be
demonstrated by deriving differentials of c? and tg ; with respect to
typical operating parameters that can be varied in practical applica-
tions and by using them for optimization of batch chromatography.

2. Background

Within the frame of the equilibrium theory, the mass balance
for an individual component i is written as

d 861- .
E(ciJrFq,-)Jru&_O (i=1,2) (1)

where ¢; and g; are the mobile and the stationary phase concen-
trations of solute i, F is the phase ratio, t is time, x is the space
coordinate, and u is the interstitial velocity. For binary systems that
follow the competitive Langmuir adsorption isotherm model the
equilibrium relationship is given by

qm,ibic;

= Taibie;thyey (12 @

di
where g, ; and b; are the saturation capacity of the stationary phase
and the Langmuir parameter of solute i, respectively. In the follow-
ing discussion, it is assumed that component 1 is the less strongly
adsorbed one. This means that a, > a;, where a; = b;qy, ; is the Henry
constant of component i.

Egs. (1) and (2) form a coupled system of two first-order partial
differential equations. The system can be solved by the method of
characteristics when Riemann boundary conditions are used. Typ-
ically, the task is to describe the solute propagation in the column
when a rectangular pulse of binary mixture with known duration,
Atiyj, is first injected to an initially clean column and then eluted.
In this case, the initial and boundary conditions of Eq. (1) are

ci(x,t=0)=0 for 0<x<L 3)
Glx=0,t)=cf' for 0<t< Aty (4)

Rl k1 TR2 E2

Fig. 1. Individual elution profiles of a rectangular injection pulse at the column
outlet. (a) Incomplete separation. Conditions: c‘]” = cg =10g/L; gm1=qm2=100g/L;
by =0.02L/g; b, =0.025L/g; F=1/3; Vj,;=0.1 bed volumes. (b) Complete separation.
Same conditions as for (a) except Vj; =0.03 bed volumes.

C(x=0,t)=0 for t> Aty (5)

where L is the column length and c,.F is the concentration of com-
ponent i in feed.

If the injection is wide enough, the pure component 1 plateau
in the front of the elution profile is not eroded during elution,
and the individual concentration profiles at the column outlet can
expressed entirely in closed form [5]. However, for sufficiently
small injections, the plateau erodes completely, and the height of
the front shock decreases while it propagates through the column.
For such a case, no closed-form expression has been presented for
the height or retention time of the first pure component shock. The
distance from the column inlet, where the pure first component
plateau is eroded completely, is given by

u(1 4 by Aty
B Fa, b] C?

F
1- /szcz . (6)
Ol(,3+ b]Cf)

XE

where « = a;/a; is the separation factor, 8 = 1 — 1/« isan auxiliary
parameter, cf = cf[1 + by /(ab1£, )] is the height of the first shock
before erosion, and &. is the slope of I"+ characteristic correspond-
ing the feed composition whose value can be calculated explicitly
from adsorption isotherm parameters [8].

Typical elution profiles in the case of a narrow injection pulse
are illustrated in Fig. 1. Depending on the resolution between
the bands there are two possibilities. Fig. 1a represents the case
where the components are not separated completely. The concen-
tration profiles at column outlet consist of three zones. A zone of
pure first component elutes between times tg; and tg», a mixed
zone between tg and tg, and a zone of pure second component
between tg ; and tg . In the case of complete separation, illustrated
in Fig. 1b, there is no mixed zone left. The main features of the
solution are a concentration shock in the front of both bands, a
pure diffuse boundary for both components and a possible second
component concentration plateau.

If the components are not separated completely (Fig. 1a), the
retention time of the second shock tg » and the end of elution profile
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of the first component tg; are given by [5]

1+Fa2y<1—\/L7)2} (7)

Fi
tEJ = Atinj +to <1 + %) (8)

tr2 = Atipj +to

In the above equations, ty is the elution time of a non-retained
component, Ls, = (bzchtmj)/(Fazto) is the loading factor of the
second component, and L} =(1+&,b1/by)l> and y = (abi&; +
by)/(b1&4 + by) are auxiliary parameters.

The concentration profile of the first component in mixed zone
(between tg, and tg ) is given by

N 1 |:y toFa _1] ©)

= by +by/(aE) o t— Aty — to

and in the pure first component zone (between tg 1 and tg) by

t= Atinj + to + toFay (10)

1 1 }
A+bie’ 2 (Btbicr)

It should be noted that the latter equation gives elution time as
a function of ¢y, while there is no closed-form solution giving the
relationship the other way around. This is the very reason that has
complicated the derivation of a complete analytic solution for the
ideal model of chromatography. The first component concentration
at the rear of the second shock c¥ (see Fig. 1a) is obtained from Eq.
(9) by setting t=tg

CM:L@ (11)
17 by +abi&, 1-/I;

and at the front of the second shock c{\' from Eq. (10)

A ﬂ (12)

NG

For the retention time of the first shock tg, there has not been
a closed-form solution so far. For solving this problem Golshan-
Shirazi and Guiochon [5] have provided a numerical approach.
Alternatively, tg 1 can be solved from the parametric representation
given by Rajendran and Mazzotti [9].

In the case of complete separation (Fig. 1b), the mixed zone has
disappeared and the rear diffuse profile of the first component can
be calculated entirely by Eq. (10). The end time of the profile is given
by

tE,l :Atmj+t0+t0Fal ( —7) (13)
As in the case of incomplete separation, there has been no method
for solving the height or the retention time of the front shock in
closed-form, but the above mentioned numerical approaches can
be applied.

3. Closed-form equations for the height and retention time
of the first shock

A closed-form solution for the height and retention time of the
first component shock is derived as follows. As in the numerical
method by Golshan-Shirazi and Guiochon [5], the idea is to utilize
mass balance of the first component to calculate first cf and then
tR1-

Although the elution profile of the pure first component (Eq.
(10)) cannot be presented in closed-form such that it gives c; as a
function of time, the mass of the first component eluted from the

column can be calculated as a function of c?. This is obtained by
integrating the elution profile piecewise with respect to ¢; from 0
to c? and by subtracting cftm from the value of the integral. The
calculation principle is presented in Fig. 2. The areas of hatched
regions A3—As correspond to the values of the integral terms, the
area of dark grey region A; to the amount of component 1, and the
area of light grey region A, to the difference between these values.

In the case of incomplete separation (Fig. 2a), the mass balance
can be written as

M N
G

G
CfAtinj =A1 =As +A4+A37A2=/ tdC1+/ tdcq
0 M
1

cS s 2
1 toFa bic
+ tde; —cStg g = 2 1715
o by \1+bic

2
B abzc; b]C% At (]4)
b1 | a(1+bicS) -1 m

and in the case of complete separation (Fig. 2b) as

CS
1

CfAtmj =A1=A3-Ay = / tdcy — C?tRyl

JO

2
_ toFa, b1C§
by \1+bic3

2
B abycf bycs Ar (15)
by |a(1+bic}) -1 b

It is interesting to note that both cases lead to exactly the same
result. By dividing the both sides of Eq. (14) or Eq. (15) by c'luAtmj
and by simplifying the resulting equation, the following implicit
expression for c? is obtained:

2 2
1 1
Lig(1+—< ] +La(1+—rr— | =1 16
“( b1c§> ”( a(1+b1c§)—1> (16)

As seen in Eq. (16), the height of first component shock depends
only on the loading factors, the separation factor and the Lang-
muir parameter of the first component. The concentration cf can
be solved by re-arranging the above equation to give

Ab1SY' + B(b1SY + C(brc§)’ + Dby 6§ +E =0 (17)
where

A=Lgy+Lp—1 (18)
B=2[Ls1 +Lip + Bllyy —1)] (19)
C =Ly +Lo + BlaLsy + ALy — 1)] (20)
D=2Lp18(B+1) (21)
E=1;p? (22)

Eq. (17) is a quartic equation with respect to blcf. It can
be solved analytically, for example by using Ferrari’s method
[17], Descartes—Euler method [18] or Neumark’s method [19]. In
Appendix A, it is shown that, when o> 1, Lg1>0, and Ls>>0,Eq. 17)
has only one positive real root. This root must give the height of the
first shock. Applicability of different algorithms for solving Eq. (17)
is discussed in the next section.

Once cf is obtained, the retention time of the first shock can
be calculated from Eq. (10) by setting ¢; = Cf. An alternative form,
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Fig. 2. Individual elution profiles of a rectangular injection pulse presented in the concentration-time coordinate system. A, the total amount of component 1. A, the
difference between the sum of integral terms A3-As and the total amount of component 1 A;. A3-As, integral terms in Egs. (14) and (15). Same conditions as in Fig. 1.

where ty 1 is expressed as a function of L¢ 1, is obtained by combining
Eqgs. (10) and (16)

tR1= Atinj + to + toFay (23)

+Lgq
a1+biSY 7 (S

Finally, it should be noted that closed-form equations for the height
and retention time of the first shock can be obtained also by
using another approach. Rajendran and Mazzotti [9] have recently
derived a parametric representation of the trajectory of the first
shock by using the w-transform. Although not pursued by Rajen-
dran and Mazzotti, it is straightforward to show that their equations
also lead to a quartic when solved for characteristic parameter a)?
which corresponds to the shock height. Unfortunately, the solution
is more complex than the one presented here. A somewhat simpler
form is obtained by substituting loading factors into the paramet-
ric representation of Rajendran and Mazzotti, but this will not be
discussed here.

4. Solution of the quartic equation

Several analytic algorithms have been published to solve quartic
equations [17-19]. However, as to the computational implemen-
tation, none of them is unconditionally stable with arbitrary
parameters. The methods have different properties with regard to
overflow and round-off errors. Physical constraints pose the fol-
lowing limits for the coefficients of Eq. (17): —1<A<0, —2<B<2,
—1<C<5,0<D<4,0<E<1.The question arises, which algorithm is
best suited for solving this quartic equation?

A Matlab code was developed to compare the following four
algorithms: (1) Ferrari’s solution [17], (2) Descartes—Euler solution
[18],(3) Neumark’s solution [19], and (4) the solution given by Mat-
lab’s Symbolic Math Toolbox. Ten million random combinations of
parameters Ls1, L, and «, were examined with all algorithms. The
accuracy of each solution was checked by substituting the obtained
positive root c?* back into the left hand side of Eq. (16) and by

calculating the relative residual defined as

1-f(c)

; (24)

res:’

According to the simulations, the most applicable option for solv-
ing Eq. (17) is the Ferrari’s solution. With this algorithm, the
relative residual was always less than 32 x 1012, However, also
the Descartes-Euler solution and the Neumark’s solution were
observed to be relatively stable. The maximum relative residual
with the Descartes—Euler solution was 0.45 x 10~¢ and with the
Neumark’s solution 0.24 x 1073,

In contrast to the other methods, the Matlab’s symbolic solu-
tion was not completely stable. The maximum residual was 0.80,
and in 1413 cases out of ten million the relative residual was more
than 1%. In addition, in 616 cases a root was not obtained at all,
because the round-off errors led to an indeterminate form 0/0. For
example, with parameters Ly =0.028, L =0.067 and o = 1.4 the rel-
ative residual was 4.3% and with parameters Ls; =0.031, Ls, =0.243
and « =2.0 no root was obtained. In the former case, the retention
time of the first shock calculated by Eq. (10) was 0.85% too large,
when Atjyj/to=0.1 and Fa; =4.5. In addition, the Matlab solution
was about one hundred times slower than the other ones. This is
not a major factor, however, since the calculation time of one root
was always less than 5 ms on a standard desktop computer.

The recommended Ferrari’s algorithm is given in Table 1. The
idea is to first solve one root of a particular cubic equation (I.1),
the coefficients of which are obtained from those of the original
quartic equation. This root is then used to factorize the quartic into
two quadratics that can be solved.

InEgs. (1.4)and (1.5) ./ and 3/ stand for any determination of the
square or cubic root. However, it was observed that the algorithm
is most stable when the principal cubic root is used. In addition, it
is recommended to select the sign of Q opposite to the sign of m.

As mentioned in Section 3, Eq. (17) has only one positive real
root. In addition, it is shown in Appendix A that Eq. (17) does not
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Table 1
Ferrari’s algorithm for solving a quartic equation [17].

The subsidiary cubic equation

Y +ky+m=0 (1)
BD c? 4E
k= —m -7 (12)

BCD — 2C° D> B’E  8CE

M= — — ——— — — — — + ——
3A3 27A3  A? A3 3A2
A root of the cubic equation

3/Q-108m 2%
y= 5 - (1.4)
3/Q-108m
Q=124/12k3 + 81m2 (15)

The four roots of the original quartic equation (17)

(13)

(bic3) 7,£+E+7VS+T/R (1.6)
T AT 2 2 :
(i), = B (R VSHTR 17
2T 2T T 2 ’
(bic3) __£_5+7\w (1.8)
BT84 2 2 -
(b1cd), 7,£,B,7VS_T/R (1.9)
4= "44 "3 2 :
B2 2C
R= 2mfﬂ+y (1.10)
B2 4C
F P m
T= e~ F 7% (1.12)

have any complex root with positive real part. For these reasons,
the right root is always the one having the largest real part. The
right solution is given by Eq. (1.6), if

Re(2R) > Re ,/s—£—1/5+£ (25)

and otherwise by Eq. (1.8). It was observed in the numerical tests
performed that the above inequality held true for every set of
parameters when the principal cubic root was used in Eq. (1.4), and
the correct root was always obtained from Eq. (1.6).

5. Construction of the distance-time diagram

The solute movement in a chromatography column is conve-
niently presented in a distance-time diagram. In such a diagram,
composition variables are shown as contour lines in a two-
dimensional coordinate system with distance from the column
inlet x as one coordinate and time t as the other. An example of
the distance-time diagram is shown in Fig. 3.

The moment, when the pure first component plateau is eroded
completely, is indicated in Fig. 3 by point E. Beyond this point, the
height of first shock decreases and the velocity of the shock decel-
erates. Graphically this means that the trajectory of the first shock
S1 is no longer a straight line but is curved upwards.

It is obvious that, since the retention time of the first shock at
column outlet can be expressed explicitly as described in Section 3,
also the location of the first component shock in the distance-time
diagram can be obtained in closed form. This is observed by consid-
ering that the column length can be varied and the corresponding
time calculated by Eq. (10). However, because the analytic solution
for tg 1 is relatively complicated, a more convenient method to cre-
ate the trajectory of the first shock on the distance-time diagram
in parametric form as a function of c? was derived. The method
is a simpler alternative to the methods by Rhee et al. [8] and by
Rajendran and Mazzotti [9].

At the point E, the height of first component shock has not yet
decreased, and c§ is given by c§ = c}. As the distance and time
increase, cf decreases and approaches zero when x and t approach

o

Time, t

At.

inj

0 x=L
Distance, x

Fig. 3. Propagation of concentration states in the distance-time diagram for an arbi-
trary system. B, feed plateau is eroded; D, components are separated completely;
E, pure first component plateau is eroded; G, pure second component plateau is
eroded; Sy, first shock; S,, second shock.

infinity. The distance x, where a given c? is found in the column,
can be calculated by using the global mass balance of the first com-
ponent

2 2
X 1 1
- =1 1+——~= ) +L 1+ — 26
L f"( b1c§> f*2< a(1+b1c§)_1> (26)

It should be noted that Eq. (26) is equal to Eq. (16) at the column
outlet where x=L.
The corresponding time tg 1 can be solved by applying Eq. (10):

(& — 1)back

_\xT e X
[a(1+byc$) - 1]

Fa
tR1=4¢1- Atinj“"L 17‘*712
(1+b1(_‘§)

27)

Eq.(27)gives time g 1 as a function ofc? and x. The latter parameter
can be eliminated by substituting Eq. (26) to Eq. (27) which yields

byck 14 bycSY?
tg1 =41+ ]12 1+(+11)
(b1c§) Fay
b F 2 1 b S\2
22| ) | Lan @8
[o(1 +byc$)—1] Fa,

Hence, the trajectory of the first shock S; can be constructed by
giving cf values from c{* to 0 and calculating the corresponding x
and t from Eqs. (26) and (28).

6. Demonstration of the practical relevance of the novel
equations

The novel analytic equations, derived in Section 3, can be used to
calculate differentials of c? and tg 1 with respect to typical operat-
ing parameters that can be varied in practical applications. Next,
such derivatives will be derived and utilized in optimization of
batch chromatography in two different cases. First, the effect of the
duration of injection on c?, tr.1, and the main process performance
parameters is investigated when the feed concentrations cf and c§
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are constant. Secondly, the total feed concentration will be varied
while keeping the injected loadings L;; and Ly, constant. The pur-
pose is to demonstrate that the novel analytic equations have also
practical relevance. It should be noted that the following discussion
is limited to the case where the shock is eroded during elution, i.e.
narrow injections, because the height of the shock, and hence its
propagation velocity, is constant for sufficiently large injections.

6.1. Purification strategy

In this work, it is assumed that one or other of the components
of a binary mixture is purified to a given purity constraint. The first
component is the target constituent in the product fraction A, and
the second component in the product fraction B. The purities of the
product fractions are given by

~Leut
A cpdt
pho M e (29)
mit +mb ft;‘:t(cl +cp)dt
g2
B :
Po M e 2% (30)
mB +m8 ftci"[z(q +cy)dt

where ty is the cut time at which the collection of the first fraction
ends and the collection of second fraction begins.

The most common performance parameters of chromatographic
processes are productivity PR, specific eluent consumption EC, and
recovery yield Y. The focus of this work is on the productivity and
the specific eluent consumption. This is because the complete ana-
lytic solution of the elution profiles allows using more a realistic
definition of the cycle time than in previous studies. However, also
theyield is discussed briefly, because it has an influence on the total
separation costs. The performance parameters are here defined for
component 1 (and analogously for component 2) as follows:

Leut
mA cpdt

R (31)

1 1
PRy — (32)

' Atcycle
Ateyete — Atinj)V

EC; = Velu;nt _ (Ateyde . lnj) (33)

m m

1 1

where Ateyce is the cycle time and Vijyen is the amount of eluent
used in a chromatographic cycle.

The cycle time is here defined by assuming that no gap exists
between consecutive chromatographic cycles. This means that the
first component of the (n+1)th injection begins to elute just after
the second component of the nth injection has left the column:

A[‘cycle = tE,Z - tR,l (34)

The definition is different from the one used in many earlier opti-
mization studies, where the effect of tg ; on the cycle time has not
been taken account. For example, Golshan-Shirazi and Guiochon
[10,11] have calculated the cycle time as the corrected analytical
retention time of the second component Ateycle = tgz — to, where
tgz is the retention time of the second component at infinite dilu-
tion. In practice, the definition used in this work is more relevant,
because it gives the minimum cycle time required for consecutive,
isocratic injections. As will be shown shortly, the definition of the
cycle time affects significantly the optimization results.

6.2. Effect of the duration of injection on ¢, tg ; and Ateyele

One of the most typical practical problems with regard to batch
chromatography is to find the duration of injection that leads to

optimal process performance, i.e. to minimum separation costs.
Next, the effect of At;y; on cf, tR,1, Ateycle, and the process perfor-
mance will be analyzed in the case of constant feed concentrations.

The derivative of cf is obtained by differentiating Eq.(16) implic-
itly with respect to Atjy;

1
= 2by(1+bic§) Lf"jJrLfi'z3 At p >0 (35)
B (bic})”  a(B+bics)

Asseeninthe above equation, the height of the first shock at column
outlet always increases with increasing At;y;. This is reasonable,
because the larger the injection is, the later the first shock begins
to erode as seen in Eq. (6). In addition, when At;,; increases, the
height of the first shock must increase at every point of the column
beyond the beginning of the shock erosion xg (see Fig. 3). This is
because Eq. (35) is valid for every column length L > xg.

The corresponding derivative of the retention time tg; is
obtained by differentiating Eq. (10) with respect to At;,;, setting

c = c?, and by substituting Eq. (35) to the resulting equation

acy
0Atin;

My |t (1/( 45160~ (Blia/(B+ 165))
O tin [ cp Ati | (L /(b16)") + (L /el B+ bre§Y)] (1 4+ bic§)
SO . (36)
(B+bic})

On the basis of the right hand side of Eq. (36), it is not possible to
say anything about the sign of the above derivative. However, the
sign can be deduced by examining the shock height. As mentioned
earlier, the shock height is independent of the duration of injection
before the beginning of the shock erosion, xg, and is the higher the
larger the injection is beyond xg. In addition, it is well known that
the shock propagates the faster the higher it is. For these reasons,
the first shock must reach the column outlet the earlier the larger
the injection is, and the above derivative must therefore always be
negative.

The derivative of the cycle time is obtained by differentiating
Eq. (34). It is well known that the derivative of tg, with respect to
At;y; is always unity [12]. For this reason, the derivative of the cycle
time must always be greater than unity

atcycle 3tR,1
ALy =1- At > 1 37)

F
(S

6.3. Effect of the duration of injection on the process performance

The optimum values of the operating parameters depend much
on whether one is interested in purifying the first or the second
eluted component [10]. When the second component is the tar-
get, the mass of the product fraction m2B is independent of At;y;,
provided that the injection is large enough for matching the purity
requirement without collecting the pure first component to the
product fraction B [10]. This means that the productivity always
decreases when the duration of injection increases due to increas-
ing cycle time:

PR, __ mg aA[cycle <0 (38)
E)Atinj (Atcyde)z E)Atinj
The specific eluent consumption increases, when At;,; increases.
This is observed by differentiating Eq. (33), where the subscripts
have been changed for component 2, which yields

3ECZ V aAtcycle
- = — -1 >0 39
dAtinj mg ( 8Atinj ( )
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Fig. 4. Effect of the definition of the cycle time on the productivity. Solid lines: the cycle time is defined as Atcyce = tg2 — tr,1. Dotted lines: the cycle time is defined as
Ateyeie = t2, — to. Conditions: ¢! = cf = 20g/L; qm,1 = qm2=100g/L; by =0.02L/g; b, =0.025L/g; F=1/3; p* =p? =0.98.

In addition, it has been shown that the yield of the component 2
decreases when At;,; increases [10]. This means that the optimum
duration of injection is always such that the yield of the second
component is 100% and the cut time is equal to the retention time
of the second shock.

For the first component, the amount of the product mq‘ increases
when At;jy; increases [10]. This means that both the numerator and
the denominator of Eq. (32) increase simultaneously. Hence, the
analysis of the productivity of the first component is not as straight-
forward as for the second component. However, it can be shown
that the productivity of the first component always goes through a
maximum when At;,; increases. The maximum is achieved when
the derivative of the productivity with respect to the Aty is zero.
An implicit expression for the zero point of the derivative is pre-
sented in Appendix B.

Because the derivative of the cycle time is greater than unity (see
Eq.(37)), Veluent increases with increasing Atj,;. The minimum spe-
cific eluent consumption of the first component can be calculated
by using a similar approach than for the maximum productivity. In
addition, the yield decreases rapidly with At;y; [10]. For these rea-
sons, the economic optimum might not be where the productivity
is highest. Such calculations are beyond the scope of this work,
however.

The influence of the definition of the cycle time on the produc-
tivity is illustrated in Fig. 4. The solid lines represent the definition
used in this work, Eq. (34). The dashed lines are calculated by defin-
ing the cycle time as the corrected analytical retention time of
the second component, as suggested by Golshan-Shirazi and Guio-
chon [10,11]. As seen in Fig. 4a, the definition used in this work
gives significantly shorter cycle times than the other alternative
and therefore higher productivities (Figs. 4b and c).

It is observed in Fig. 4b that the productivity of the second
component first increases with increasing At;,; regardless the defi-
nition of the cycle time. In this region, the resolution between bands
is so high that a portion of the pure first component fraction has to
be collected in the product fraction B to fulfill the purity constraint.
After the yield begins to fall below 100%, PR; levels off, if the cycle
time is defined as the corrected analytical retention time of the sec-
ond component. In contrast, with the definition of the cycle time
used in this work, the larger the injection, the longer the cycle time
is. The productivity of the second component thus decreases for
large injections.

For the first component, both the maximum productivity and
Atjn; with which it is obtained differ significantly (Fig. 4c). In fact,
when the cycle time is defined as the corrected analytical retention
time of the second component, the productivity always increases

with At;y; until it levels off as the injection becomes so large that teyt
is located on the feed plateau. This gives a misleading impression
that excessively large injections should be preferred.

6.4. Effect of the total feed concentration on c3, tg ; and Ateyele

In many practical applications, also the total feed concentra-
tion can be easily modified, for example by evaporating some of
the solvent from the feed solution. The total feed concentration
increases while the feed composition cf/cg remains constant. In
this case, an important practical problem is, whether a large vol-
ume of dilute sample or a small volume of concentrated sample,
should be injected into the chromatography process to minimize
the separation costs?

When the injected loading is held constant and the total feed
concentration increased, the duration of injection decreases. The
derivative of cf with respect to Atj,; for given loading factors can
be obtained from Eq. (16). The height of the first shock depends on
the loading factors and the adsorption isotherm parameters only. It
is interesting to note that cf is independent of At;y;, and thus also
on the total feed concentration, at constant loading factors:

acs
dA tinj

-0 (40)
Lf,l ,Lfyz

The derivative of tg ; with respect to Aty is obtained by differen-
tiating Eq. (10), where t=tg; and ¢y = ¢§

BtR, 1

3Ating =1 (41)

LyiLso

Although c? is independent of the duration of injection, tg1
increases linearly with it. This is because, in the case of constant
loading factors, a larger injection volume means a lower feed con-
centration, which in turn means that the first shock travels at a
lower velocity before the beginning of the shock erosion xg.

By differentiating Eq. (34) it is observed that the cycle time is
independent of the duration of injection for given loading. This is
because both the derivative of tg; and the derivative of tg; with
respect to Aty are unity

8tcyc|e
IAL

_ -0 (42)
nj Lf,l ‘Lf.Z
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6.5. Effect of the total feed concentration on the process
performance

When the loading factors are constant and the duration of
injection decreases, the amount of the product increases due to
enhanced displacement effect. This has been proven analytically
for the second component [20] and can be shown analogically for
the first component. Because the cycle time is independent of At;y;,
the productivity of both the first and the second component must
decrease as the duration of injection increases. At the same time,
the yield of the target component decreases since less product is
obtained with same loading. This means that both the maximum
productivity and the maximum yield are always achieved when
the duration of injection is as small as possible and the total feed
concentration is as high as possible. In practice, this usually means
that the process is operated at the solubility limit. The results are
congruent with the observations that in most cases the concen-
tration overloading is a more economic approach than the volume
overloading [12].

In some cases, the improvement in the productivity and yield
gained by removing solvent from the feed is counter-balanced by
increase in the specific eluent consumption. This is because Vejyent
increases when the feed concentrations increase as seen by dif-
ferentiating the numerator of Eq. (33). According to numerical
simulations, the specific eluent consumptions go through mini-
mum or tend towards minimum when the feed concentrations tend
towards infinity. However, although the cycle time is independent
of Atyy;, it is not straightforward to derive a closed form equation
for the zero points of derivatives 0EC;/dAt;y;. This is because the
slope of the I"+ characteristic corresponding feed state and so the
rear part of the chromatogram changes when the feed concen-
trations change. Implicit expressions are obtained by calculating
0EC;/dAtiy; as a function of Atjp;.

7. Conclusions

For decades, there has been available an exact analytic solution
of the ideal model of chromatography for binary Langmuir systems
that allows analytic calculation of individual elution profiles, except
for the height and retention time of the first shock in the case of
a narrow injection pulse. In this work, the existing solution was
completed by deriving the missing closed-form equations for the
height and retention time of the first shock. It was thus shown that,
for binary Langmuir systems, the individual concentration profiles
at column outlet can be expressed entirely in closed-form.

The height of the first shock is obtained as a root of a quar-
tic equation, which has only one positive root. Four algorithms
were compared for solving the quartic. The Ferrari’s algorithm was
observed to be the most stabile one.

The trajectory of the first shock in distance-time plane was dis-
cussed briefly. It was shown that the time coordinate of the first
shock in the physical plane can be expressed analytically as a func-
tion of the distance from the column inlet. In addition, a novel,
simple parametric representation, which gives the trajectory of the
first shock as a function of shock height cf, was derived.

The practical relevance of the analytic equations giving c? and
tg,1 was demonstrated by using them for optimization of batch
chromatography process. It was shown that c? increases and tg1
decreases with increasing duration of injection when the feed con-
centrations are constant. In addition, the derivative of the cycle
time with respect to Atj,; is always more than unity. For this rea-
son, the maximum productivity of component 2 is achieved when
the duration of injection is selected so that the purity constraint can
be fulfilled by having 100% yield. For the first component, produc-
tivity goes through a maximum, for which an implicit expression
was derived.

When the injected loadings are constant, tg; decreases with
increasing feed concentrations. In contrast, cf and Atcycje are inde-
pendent of them. The maximum productivities of the components
are always obtained with maximum feed concentrations, which are

usually limited by viscosity or solubility.

Nomenclature

a Henry constant

A coefficient of the quartic term in Eq. (17)
b Langmuir parameter, L/mol or L/g

B coefficient of the cubic term in Eq. (17)

c mobile phase concentration, mol/L or g/L

c‘l“ concentration of the first component at the first compo-
nent plateau, mol/L or g/L

c{" concentration of the first component at the front of the
second component shock, mol/L or g/L

ciF concentration of component i in feed, mol/L or g/L

c¥ concentration of the first component at the rear of the
second component shock, mol/L or g/L

cf concentration of the first component at the top of the first

component shock, mol/L or g/L
C coefficient of the quadratic term in Eq. (17)

D coefficient of the linear term in Eq. (17)

E constant term in Eq. (17)

EC specific eluent consumption, L/mol or L/g

F phase ratio

k coefficient of the linear term in Eq. (I.1)

L column length, m

Ly loading factor

L} auxiliary parameter, (1 + &, b1/by)Ls

m constant term in Eq. (1.1)

4 purity of fraction j with respect to a target component
Q auxiliary parameter defined by Eq. (1.5)

q stationary phase concentration, mol/L or g/L

qm saturation capacity of the adsorbent, mol/L or g/L

PR productivity, mol/s or g/s

R auxiliary parameter defined by Eq. (1.10)

res relative residual

S auxiliary parameter defined by Eq. (I.11)

T auxiliary parameter defined by Eq. (1.12)

u interstitial velocity, m/s

t time, s

to elution time of a non-retained component, s

teut cut time, ending of the collection of the first fraction and
beginning of the collection of the second fraction, s

tg1 retention time of the end of elution profile of the first
component, s

tg2 retention time of the end of elution profile of the second
component, s

tr1 retention time of the front shock of the first component,
s

tr2 retention time of the front shock of the second compo-
nent, s

Vv volume, L

1% flow rate, L/s

Veluent  @amount of eluent used in a chromatographic cycle, L

X axial coordinate, m

Y recovery yield

y aroot of Eq. (I.1)

Greek symbols

separation factor

auxiliary parameter, 8=1- 1/«

characteristic of a simple wave

auxiliary parameter, y = (ab1&4 + by)/(b1&+ + by)

< 4™ R
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Ateyee  cycle time, s

Atipj duration of a rectangular injection pulse, s

n auxiliary parameter defined by Eq. (B.6)

K auxiliary parameter defined by Eq. (B.4)

A auxiliary parameter defined by Eq. (B.5)

& slope of I'+ characteristic corresponding feed state

Subscripts
1,2 components to be separated
Appendix A.
In this appendix, it is shown that Eq. (16), and thus Eq. (17), has

at most one positive real root and does not have any complex root
with positive real part. For this purpose, Eq. (16) is rewritten as

2 2
1 1
=L (1+—= ) +La(1+——F—— ) -1=0 (A1
f m( bw?) ﬂz( a(1+b1c§)—1> (A1)
and fis differentiated with respect to Cf

Lf.2
o1 = 1/a+bycs)’

F o oby(1 by | L <0 (A2)
acy (b1c)
The above derivative is always negative when b; >0, «>1, Ls; >0,
Ls» >0, and c? > 0. This means that the left hand side of Eq. (16) is
strictly decreasing when cf > 0, and thus Eq. (16) has at most one
positive real root.

The fact that Eq. (16) does not have any complex root with pos-
itive real part can be shown by setting c? = Re(c?) + Im(c?) in Eq.
(16). When the terms of the resulting equation are arranged to real
and imaginary parts, it is seen that the imaginary part is always
unequal to zero when Re(cf) is positive. This implies that the above
statement is true and the right root of Eq. (16) is always the one
having the largest real part.

Appendix B. Calculation of the maximum productivity of
the first component

In this appendi, it is shown how to calculate the duration of
injection that leads to the maximum productivity of the first com-
ponent, providing that At;,; is located on the region where the
first component plateau is eroded. The discussion is limited to case
where the feed concentrations are fixed.

PR; tends towards zero, when At;,; tends towards zero or infin-
ity. For this reason, the maximum productivity is always achieved
when the derivative of the productivity with respect At;,; equals
zero

BPRI _ Atcycle(aml;/aAtinj) - m?(aAtcycle/gAtinj) _
aAti“j (Atcycle )2

The above derivative can be calculated explicitly as a function 0fc§.
The cycle time is given by

0 (B1)

1 a,ct
+ parcy

(B2)
A+b1 | dma(B+bicd)

Ateyde = toFay | -

5 Atinj

and the mass of the first component in the product fraction A by

2
mb = cF Aty —A(\/H r]Atinj) (B3)
with
A
o= 0P, (B.4)

pA

5o Fly= 1)(az —a1)
- 2
b1(1 —«)

- aby(1 - k)((1 - pA)/p)cE - cf) (B6)
Flap —a1)(y - 1) ’
For the duration of injection, the following expression is obtained
from Eq. (16)
Aty = R 4 B
(cF/qma)(1+(1/b163))” + (5 /qm 2)(1 + b1¢3)/(B + bicS))

The derivate of the cycle time is obtained by differentiating Eq. (B.2)

(B.5)

(toFay / Ati)[(toF/ Ating(1 +b1¢$)’) — (Bck /qm 2(B + brc5))]
(14 b1 /Gma(b165)’) + (cE /qm 20(B + brc$)*)]

Ateyce _
Tty

ﬁa,c§
B3
m2(B+bic) 8

and the derivative of m’l‘ by differentiating Eq. (B.3)

omy _ oo —L (B.9)
A tinj Kk + Aty

Eq. (B.1) remains implicit with respect to c§ and must be solved
numerically. Once cf is obtained, the corresponding At;y; is calcu-
lated from Eq. (B.7). If Eq. (B.1) has no roots between 0 and c’l‘, the
maximum productivity lies on the region where the first compo-
nent plateau is not eroded.

Appendix C. Supplementary data

A Matlab code that calculates individual concentration profiles
at column outlet analytically, to be used for non-commercial pur-
poses, can be obtained from the publisher’s website. Use command
ideal-model_binary Langmuir (help); to display instructions.
The code requires Matlab version 7.5 (Matlab R2007b) or newer
to run.

Supplementary data associated with this article can be found, in
the online version, at doi:10.1016/j.chroma.2011.07.004.
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1. Introduction

Preparative liquid chromatography is a highly developed tech-
nique applied successfully to numerous difficult separation tasks
in the pharmaceutical, fine chemical and food industries. Typical
examples are production of enantiomers, other isomers, sugars and
proteins either into intermediate or final products [1].

For separation of a binary mixture into two products with
given purities by batch chromatography, there exist two funda-
mentally different operation and fraction collection strategies. The
first option (strategy I) aims at high productivity or low eluent
consumption by using high column overloading. The two prod-
uct fractions are collected from the front and the rear parts of
the chromatogram such that their purity requirements are satis-
fied. The mixed band, eluting between them, is either wasted or
recycled. In the second option (strategy II), generation of waste
or recycle fraction is not allowed. The column overload is lim-
ited such that the effluent can be fractionated by a single cut
into two product fractions whose purity requirements are satis-
fied.

The task in process design is to find the injection volume and cut
times that yield the desired separation. Most of the design and opti-
mization methods developed for batch chromatography apply for

* Corresponding author. Tel.: +358 40 3578683.
E-mail address: tuomo.sainio@lut.fi (T. Sainio).

0021-9673/$ - see front matter © 2013 Elsevier B.V. All rights reserved.
http://dx.doi.org/10.1016/j.chroma.2013.02.051

the cutting strategy I [2,3]. This is understandable because, when
noyield constraints are set, strategy I often provides higher produc-
tivity than strategy II (see e.g. [4]). However, when high recovery
yield is desired, the strategy II is preferred. Moreover, when the
performance of conventional batch chromatography is compared
with those of different recycling and simulated moving bed (SMB)
schemes, that do not generate waste streams, it is necessary that
disposal of a waste fraction is not allowed in batch mode either. It
is also necessary that the purity constraints are matched exactly in
such comparative studies in order to avoid misleading conclusions
[5].

In the case of the purification strategy II, the available design
approaches are limited to complete separations, i.e. operation with
touching bands [6,7]. In contrast, for separation problems where
two product fractions with reduced purities are required with-
out waste streams, no straightforward design methods have been
presented.

In this work, design methods are developed for chromato-
graphic separation of a binary mixture into two products with given
target purities in a batch column without generation of waste or
recycle streams. Moreover, the same methods are applicable when
only one product fraction with given purity and yield constraints is
target. Both the limiting case of ideal conditions and the more prac-
tical case of non-ideal conditions are discussed. The approaches
employed here allow prediction of the injection volume and the
cut time for arbitrary purity requirements, and are applicable for
all systems that follow convex or concave isotherm models. The
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predictions are exact under ideal conditions and approximate in
the general case.

This contribution is organized as follows. After a short sum-
mary of basic theoretical fundamentals, the equilibrium theory of
chromatography is applied to derive a design method under ideal
conditions. Analytical design equations are provided for systems
that follow Langmuir or anti-Langmuir isotherm models. There-
after, the scope of the approach is extended to more realistic
systems with significant dispersive effects. In that case, estimates
for the injection volume and the cut time that lead to given target
purities are obtained by applying a simple procedure to a single
conventional chromatogram. Finally, the applicability of the meth-
ods is demonstrated by using numerical simulation with three case
studies.

2. Theoretical background
2.1. Purification strategy

In the following discussion, it is assumed that arectangular pulse
of a binary mixture is injected to an initially clean column and then
eluted in isocratic mode. The pulse is separated into two product
fractions by one cut so that no waste or recycle streams are gen-
erated. The design task is to choose the injection volume, Vjy;, and
relevant cut time, tqyr, such that user-given purity requirements
are fulfilled (see Fig. 1). The desired purities are used as design
constrains and are defined as follows

teut
A cpdt
A__ M ftm ! (1)
pl_mA+mA_ [fcu[(c +cy)dt
1 2y, (Gt
ez
B cydt
my Y teut 2

(2)

B

py= "3 B~ f

my+my [ +cp)dt
teut

where mi is the amount of component i=(1, 2) in the product frac-
tion j=(A, B), tg; is the beginning of the elution profile of the first
component, tq; is the cut time, and tg, is the end of the elution
profile of the second component.

As an alternative to employing purities as a design constraint,
the yields of the components in the target fractions can be spec-
ified. Because no waste streams are allowed, the purity and yield
requirements are interchangeable [8]

yimi?ipipf-kpg—] 3
1= F T JFpA_ B 3
my pypy+py-1

mi _ p§  pi-pf

Yo = —2 =
mh  1-pipf+ps-1

(4)

where pq is defined as the purity of component 1 in feed: pf =
cf/(cf + cg). In other words, by specifying any two of the four con-
straints in Egs. (1)-(4), the remaining two are also fixed. This means
that the design methods developed below are applicable also when
there is only one target component (either the more or the less
strongly absorbed one) whose purity and yield requirements are
given.

2.2. Modeling of chromatographic column

In this work, the following two chromatography models are
considered: the equilibrium model and the transport-dispersive
model. The first one holds under ideal conditions and is applied
to derive the design method for infinite efficiency systems (Section
3.1). The second model is employed only for evaluation of the design
approaches (Sections 3.2.2 and 4). It is not required for application
of the methods.

2.2.1. Equilibrium theory of chromatography

The equilibrium model follows by neglecting any dispersive
effects and by assuming local adsorption equilibrium. The mass
balances for individual components are given by
o a. 9 ?q
%w%m g‘t —0 (i=1,2) 5)
where ¢; is the fluid phase concentration of solute i, qf" is the sta-
tionary phase concentration that is in equilibrium with the fluid
phase, ¢=(1—¢)/e is the phase ratio, with ¢ being the total void
fraction of the bed, u is the interstitial velocity, t is the time, and x
is the column axial coordinate.

The design principles derived in the following sections are not
limited to a specific adsorption isotherm type, but are valid for all
convex (favorable) and concave (unfavorable) isotherms for which
no inflection points or selectivity reversal exist. Analytic design
equations under ideal conditions are derived for competitive Lang-
muir and anti-Langmuir isotherms

eq NiKici
gl ——7"1tt _
t 1+ p1Kic1 + p2Kacr

(6)

where p; =p, =1 for Langmuir isotherm and p; =p, =—1 for anti-
Langmuir isotherm. N; and K; are the saturation capacity and the
equilibrium parameter of solute i, respectively. In the following
discussion, it is assumed that component 1 is the less strongly
adsorbed one. This means that H, > Hy, where H; = N;K; is the Henry
constant of component i. Moreover, only the compositions yield-
ing to a finite positive stationary phase concentration are physically
meaningful. The (cq, c;) domain of interest is thus defined by ¢; > 0,
c;>0,and 1 +p1Kicq +paKaca > 0.

To solve the model Egs. (5) and (6), proper initial and boundary
conditions are needed. In this work, it is assumed that a rectangular
pulse of binary mixture with known duration, At;;, is first injected
to an initially clean column and then eluted. In this case, the initial
and boundary conditions of Eq. (5) are

Ci(x,t=0)=0 for O0<x<L (7)
cx=0,t)=cf for 0<t< Aty (8)
C(x=0,t)=0 for t> Aty 9)

where L is the column length and cl.F is the concentration of com-
ponent i in feed.

The model represents a system of two homogeneous quasi-
linear partial differential equations. When Riemann boundary
conditions are used, the model can be solved analytically by
the method of characteristics. The fundamentals of the solution
are described extensively in literature [9-13]. The most relevant
aspects needed in this work are summarized in Appendix A. Exam-
ples of the solution at column outlet are given in Fig. 1.

2.2.2. Transport-dispersive model

The solid film linear driving force model (LDF) is employed in
the transport-dispersive model to describe the effect of finite mass
transfer rate. The component mass balances are given by

ac: ac: 3a: 3

S U + @ = Dox (10a)
3 .

T — ke - q1) (10b)

where Dgy is the axial dispersion coefficient and k; is the mass trans-
fer coefficient of component i. The initial condition of Eq. (10) is
againgiven by Eq. (7). Inaddition, the following Danckwerts bound-
ary conditions are used

d |  ulci—c)

® Do (11)
X:

=0
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Fig. 1. Individual elution profiles under ideal conditions for an arbitrary system that follows Langmuir isotherm and fraction collection in conventional batch chromatography

(strategy II): (a) small injection; (b) large injection.

ac;
ax

x=L

=0 (12)

where ¢ = cf for 0 <t < Atjy; and ¢? = 0 for t> Atyy;.
In addition to Langmuir and anti-Langmuir isotherms, Eq. (6),
the competitive bi-Langmuir model is applied to demonstrate the

validity of the design approaches. It assumes two energetically dif-
ferent interaction sites I and II of the Langmuir-type

1Kl c: Hgl e
= NiKic; NiK{c;
! 1+ K{C] + KéCz 1+ K{IC] + KgCZ

(i=1,2) (13)
The model equations were implemented in Matlab and solved by

using Matlab’s ODE solver. The axial dispersion term was approxi-

mated numerically by the step size in the spatial discretization.

3. Design of batch chromatography

In this section, two design methods for finding relevant V;,; and
tayr that lead to given target purities are derived. The first one
is based on the equilibrium theory of chromatography and holds
under ideal conditions without dispersive effects. It is similar to that
used by Golshan-Shirazi and Guiochon [2] for systems with Lang-
muir isothermin a special case where only the second component is
the target. A similar method was also used by Sainio and Kaspereit
[14] to design mixed-recycle steady state recycling chromatogra-
phy (MR-SSR), by Siitonen et al. [16] to design MR-SSR with an
integrated solvent removal unit, and by Siitonen et al.[17] to design
bypass chromatography. In this work, however, the approach is
applied to batch separations where two product fractions without
generation of waste or recycle fractions are desired. In addition,
the method presented below is applicable for cases where only one

component with given purity and yield constraints is target. The
focus is on a demonstrative derivation of the method that is gener-
ally valid for all systems that follow convex or concave adsorption
isotherm models. Moreover, as opposed to previous works, the
complete sets of design equations are provided both for Lang-
muir isotherm (Table 1) and for anti-Langmuir isotherm (Table 2).
Detailed derivations of these equations are given in Appendices B
and C, respectively.

The second approach applies to more realistic conditions with
finite column efficiency. It uses a single chromatogram as input
and can be considered as an extension of the method developed by
Kaspereit and Sainio [15] to obtain approximate injection volumes
and cut times for MR-SSR under non-ideal conditions.

3.1. Design under ideal conditions

3.1.1. Design method for convex isotherms

It is commonly known that for systems with convex isotherms,
e.g. competitive Langmuir isotherm, the shape of the rear part of
the chromatogram remains basically unaltered when the injection
width changes [12,14]. It is only linearly shifted in time by the
duration of the injection, At;y;, as displayed in Fig. 2a. This obser-
vation provides the basis for starting the design by determining
the cut point such that the purity constraint of the second frac-
tion is fulfilled. For this purpose, Eq. (2) is rewritten in terms of
the elution time relative to end of the injection, T=t— Atjy;, as
follows

b Jrmc2dr
B e T (14)

p :
S (cr +ca)de
cut
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Table 1
Design equations of batch chromatography for competitive Langmuir isotherm
model.

Purity of the second fraction when the cut point is located at the end of the
feed plateau

" pF o Hy—of !
— 1 1
Py jimie = ( 1+ TP ol (1.1)

The cut point is located on the mixed wave, p5 > p5 .

A= (12)
wat (13)
ot of
Teut = [1 + # 0 (1.4)
(1-e)Hp—ak XHp -0l
Vinj = Ty Veol (5)
The cut point is located on the feed plateau, p§ <p5 .
o1y 2], (16)
1= GG 0 .
o (1—e)wf —Hy XHy —oF )
i _
mit = Klﬁ,(Han Vel an
(et Xy P
i _
m3" = — ey Vel (18
mtail_{pB /(1 —pB)|mtail
Tt = T — 22— & (1.9)
1p/(a-pck 5 Q
(t1-Teut )cF Q+mtail
Vi = 7~ Teut )y Q+my (1.10)

Ty,
dv,

The fractionation time, 7y, that satisfies the purity constraints
is obtained by finding the lower integration limit that satisfies Eq.
(14). Depending on the purity constraint of the product fraction B,
there exist two possibilities for the location of the cut point. When
p’23 is high, the cut point is located on the mixed wave (Fig. 1a) but
for sufficiently low pg it lies on the injection plateau (Fig. 1b). The
limit for these two cases, p‘; limi¢» 1S Obtained from Eq. (14) by setting

Table 2
Design equations of batch chromatography for competitive anti-Langmuir isotherm
model.

Purity of the first fraction when the cut point is located at the front of the
feed plateau

" 1-pF (f-Hy) !
Pliimie = | 1+ P (@h-H) (IL1)

The cut point is located on the mixed wave, p} > pf .

1-p} KyHa(h—Hy)
K=4/—
P? KiHy 8

e = Ttk (113)

(112)

oF (et )
u] o (14)

teur = [1 + — ity

(1-e)ef —Hy oG -Hy)*

Vi = ——1_12% T
" Ky Hy(Hy—Hy )l vy

Veol (IL5)

The cut point is located on the feed plateau, pq‘ <P} imic

poF (F )
[,:(1+ ) o (1.6)
vont (1=)(F —Hy Yf —Hy )
m = by Ve (1L.7)

(1=e)Hy =0l Yol —Hy)*
mgﬂ"f B R e AR VA (1L8)

KaHy(Hy—Hy)

O [ /(1O
— 1 1 1 2 1
few = 01+ = — & (1L.9)

) Qmont
Vi = LG 0 7 (IL10)
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Fig. 2. Effect of injection volume on the elution profiles of a system that fol-
lows Langmuir isotherm model. Isotherm parameters: K; =0.020L/g, K, =0.025L/g,
Ni =N, =100g/L. Feed concentrations: cf = cg = 10g/L. Void fraction, £ = 0.63. Reten-
tion time of a non-retained component, to=10min: (a) ideal conditions; (b)
non-ideal conditions, NTP=500.

Teue =Ty With 7 being the end of the injection plateau. In the case of
Langmuir isotherm, the design is based on Egs. (1.4) and (I.5) when
p5 > pg,“m“, otherwise Egs. (1.9) and (1.10) are used.

Once the cut time 7 is obtained, also the amount of the product
fraction B is known from the backward integration. The injec-
tion volume is solved from the global mass balance of the second
component. Because no waste streams are allowed, the resulting
expression for Vjy; is

TE2
Qf Cy dt
V--=At--Q=L 15
inj inj CIZ:YZ ( )
where Q is the volumetric flow rate. Y, can be calculated from the
purity constraints as shown in Eq. (4).

As a last step, the cut time in terms of elution time relative to
the beginning of the injection is calculated as follows

V. .
teut = Teut + Atinj = Tcut + % (16)

3.1.2. Design method for concave isotherms

In the case of concave isotherms, e.g. anti-Langmuir isotherm,
the front of the chromatogram is independent of the injection width
(Fig. 3a). It is not even shifted in time but the fronts of the elu-
tion profiles are identical in terms of time relative to the beginning
of the injection. Consequently, for concave isotherms, an analo-
gous but opposite design approach compared to the case of convex
isotherms is used.

At first, the cut time is solved by searching the point where the
purity constraint of the product fraction A is fulfilled, i.e. the upper
integration limit that satisfies Eq. (1). Again, there exist two pos-
sibilities for the location of the cut point. When p’l* is sufficiently
high, the cut point is located on the mixed wave. In the case of
anti-Langmuir isotherm, the design is based on Egs. (I1.4) and (IL.5).
For low pq‘, on the other hand, the cut point lies on the injection
plateau, and Eqgs. (11.9) and (I.10) are used. The limit for these cases
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Fig. 3. Effect of injection volume on the elution profiles of a system that follows
anti-Langmuir isotherm model. Isotherm parameters: K; =0.020L/g, K> =0.025L/g,
Ny =N, =100 g/L. Feed concentrations: c‘lr = cg = 10g/L. Void fraction, £ =0.63. Reten-
tion time of a non-retained component, to=10min: (a) ideal conditions; (b)
non-ideal conditions, NTP=500.

is obtained by integrating the front of the chromatogram from the
beginning of the elution profile of the first component, tgq, to the
beginning of the injection plateau, t;

t
¢ dt
‘[[Rl 1

4
(1 +¢)dr
R1

p’?,limi[ = (17)

As a second step, the injection volume is solved from the global
mass balance of the first component. The resulting expression is
given by

t
Qf cut ¢ dr
Vinj = AtinjQ = 7?}“ (18)
1

where Y; is obtained from Eq. (3).

3.1.3. Validation of the design equations

The validity of the explicit design equations derived for the Lang-
muir isotherm was verified with the software described in Ref. [13],
which calculates the entire chromatogram using explicit equations.
Verification of the design equations for the anti-Langmuir isotherm
was done by using the analytical solutions described in Ref. [12].
The validation was carried out by applying various purity con-
straints (0.6-1.0) and separation factors o =H,/H; (1.1-3.0) such
that both the cases where the cut point is located on the mixed
wave and those where it lies on the injection plateau were covered.

For each set of isotherm parameters and purity constraints,
relevant Vi,; and tcyr were first calculated by using the design equa-
tions given in Tables 1 and 2. The analytic solution of the ideal
model was then applied to construct the individual elution pro-
files with obtained Vj,;. Finally, the purities of the product fractions
were calculated by integrating the chromatogram numerically with
trapezoidal rule.

In all simulations, the injection volume and the cut time pre-
dicted with the design equations were observed to lead to the target
purities. The deviation between achieved p’l* and p5 values and the

purity constraints, caused by numerical integration of the profile by
trapezoidal rule, was always less than 10-6 confirming the validity
of the design method.

3.2. Design under non-ideal conditions

3.2.1. Design principle

In principle, the equilibrium design method presented above can
be employed also in the non-ideal case to obtain rough estimates
for the injection volume and cut time. The accuracy of the estimates
depends on the amount of dispersion, isotherm type, and concen-
tration levels. This is because under non-ideal conditions the rear
part of the chromatogram in the case of convex isotherms and the
front of the chromatogram in the case of concave isotherms are not
fully independent of the injection volume. However, the variation
is often relatively small over a wide range of injection widths as
seen in Figs. 2b and 3b.

Based on the above observation, Vj,j and tq can be estimated
by measuring or simulating a single “design chromatogram” with a
relative large injection volume (the choice of Vj;; for the design
chromatogram is discussed in Section 3.2.2). If an experimental
chromatogram is used, it must be decomposed into the individ-
ual concentration profiles but no isotherm parameters or model
is required. In the case of simulation, the approach is indepen-
dent of the used model, i.e. whichever chromatographic model that
takes account dispersive effects (e.g. equilibrium-dispersive model,
transport-dispersive model, general rate model) can be applied. The
design chromatogram is applicable for a given column efficiency. A
new chromatogram must be generated when the column efficiency
changes significantly due to a change in the flow rate or the column
dimensions.

Estimates for Vi, and tq are obtained from the design chro-
matogram by using a similar approach as in the ideal case. In the
case of convex isotherms, the cut time relative to the end of the
injection is first solved by integrating the chromatogram back-
wards to find the lower integration limit that satisfies Eq. (14).
The procedure is independent of whether the injection point is
located on the mixed wave or on the injection plateau, i.e. the
value of p'zg. Once the cut point is solved, also the amount of the
product fraction B is known from the backward integration. The
relevant injection volume is then calculated from the mass bal-
ance of the second component, Eq. (15). For concave isotherms, an
analogous but opposite approach is again applied as described in
Section 3.1.2.

3.2.2. Choice of the injection volume for the design chromatogram

The task of selecting the injection volume for the design
chromatogram, Vijs'g“. was investigated by performing numerical
simulations. Separation of Troger’s base enantiomers, whose phase
equilibrium can be described by competitive Langmuir isotherm
model [18], was used as a model case. The isotherm and kinetic
parameters of the system are given in Table 3 (system 1).

In the simulation study, several design chromatograms were
simulated with different injection volumes by using the transport-
dispersive model. From each design chromatogram, estimations for
the injection volume and the cut time, Vinsj[ and &%, were predicted
by the method described in Section 3.2.1. The correct values of the
injection volume and the cut time, V7. and t;,,, were calculated as
references by using Matlab’s fzero function to search Viy; and teur
that lead to given target purities. The accuracies of the predictions
were assessed as relative errors defined as

est _ y/x

vest _yx.
%100% (19)

inj

Vipj =
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Table 3
Parameters for the model systems.
Parameter System 1 System 2 System 3
Column length, L (cm) 25 25 25
Column diameter, D, (cm) 1.0 1.0 1.0
Total void fraction of the bed, & 0.63 0.63 0.63
Volumetric flow rate, Q (mL/min) 0.7 0.7 0.7
Axial dispersion coefficient, Dy (cm?/min) 0.012 0.012 0.012
Mass transfer coefficients, kq =k, (min=') 2.988-86.70 1.152-33.48 2.928-84.86
Number of theoretical stages for component 1, NTP 100-1000 100-1000 100-1000
Isotherm model Langmuir Bi-Langmuir Anti-Langmuir
Isotherm parameters
K or K! (L/g) 0.065° 0.0247° 0.025
K or k! (L/g) 0392 0.0421° 0.074
Ny or NI (g/L) 33.542 272.5P 100
Ny or NI (g/L) 16.54% 318.0° 100
K" (L/g) - 0.3429° -
KI' (L/g) - 1.1159° -
N (g/L) - 22.10° -
NI (g/L) - 25.78P -

2 Value from [18]
b Value from [15].

test _t*
Steur = 11 100%

cut

(20)

The choice of the injection volume for the design chromatogram
is demonstrated in Fig. 4. When Vgﬁs’g" is relatively small, the
injection volume predicted by the design method increases with
increasing injection volume. In this region, the amount of com-
ponent 2 that is injected into the column is less than what
could be collected to fraction B by using V].”;U.. For this reason,
the design method predicts too low values for the injection
volume, and the purities of the components are higher than
required.

When Vﬁés'g” is larger than or equal to V;:  (point where §V;n; = 0),
the predicted injection volume and cut time are almost inde-
pendent of Vi‘:f.s'g". This is because the shape of the rear part
of chromatogram, and hence the composition of the fraction B
remains nearly constant when the injection volume varies. This
means that relatively large injection volume should be preferred
as Vlfss’g“. The only exception is observed when the column effi-
ciency is very low (NTP; =100) and the purity constraints are high
(pfl‘ = pg =0.99). In this case, the dispersive effects are so strong
and the correct injection volume is so small that the assumption of
invariant shape of the rear of the chromatogram is not valid. The

Table 4

predicted injection volume is thus systematically too large (see also
Tables 4-6 in Section 4).

It is also observed that the injection volume predicted by the
ideal model (circles in Fig. 4) is always slightly larger than Vi;j
because dispersive effects are neglected. For this reason, the equi-
librium based design method provides a very useful guess for
ydesen

inj

In summary, when the isotherm parameters are known and the
system follows Langmuir or anti-Langmuir adsorption model (for
which explicit solutions of the ideal model are available) it is rec-
ommended to use the equilibrium theory based design method to
calculate a suitable injection volume for the design chromatogram.
In other cases, large injection volume for which the injection
plateau prevails is preferred.

4. Evaluation of the design methods

To evaluate the applicability of the design methods for designing
real chromatographic separations, that involve dispersive effects
due to mass-transfer resistances, axial dispersion, etc., numerical
simulations were carried out by using the solid film linear driving
force model. The following three case studies were investigated:
(1) separation of Tréger’s base enantiomers, Langmuir isotherm,
(2) separation of cycloketones, bi-Langmuir isotherm, and (3) a

Application of the short cut design methods for the separation of Troger’s base enantiomers (Langmuir isotherm). Isotherm and kinetic parameters are given in Table 3 Feed
concentrations: c‘; = cg = 6g/L. Top part: purity constraints and correct values of Vi;; and t., that lead to them. Middle: relative errors of Vj,; and t, obtained by using the
design method under ideal conditions and resulting product purities. Bottom: relative errors of V;,; and t, obtained by using the design method under non-ideal conditions

and resulting product purities.

NIP=100 NIP=500 NTP=1000

p 1%] 99 99 90 90 99 99 90 90 99 99 90 90

c | pt 1%] 99 90 99 90 99 90 99 90 99 90 99 90
orrect values Vi, [mL] 5.06 7.79 6.49 9.66 7.00 9.15 782 1012 7.20 9.23 802 1017
e, [min] 4146 3674 4156 3794 3830 3614 3941 3748 3797 3607 3913 3741
P 1%] 9833 9798 9138 9120 9948 9948 9046  90.58 9942 9953 9029 9039
Design under ideal pt 1%] 9307 8434 9463 8659 9757 8858 9770 8894 9818 8922 9821 8928
conditions SV [%] 4728 2779 2782 1867 6.53 3.56 435 331 355 1.88 238 1.86
Stewe %] 947 627 -646 537 -201 -132 -146 -123 -117 -079 -087 -074
p 1%] 9743 9706  90.16 9006 9897 9890 9006  90.06  99.05 99.04 9005  90.05
Design under non-ideal %] 9854 8328 9895 8980 9899 8996 9903  90.11 9901  90.06 9902  90.08
conditions Vi (%] 1587  14.01 9.62 5.77 0.11 0.18 003 -007 -011 -013 -016 -0.17
Ster (%] 231  -144 -102 -081 -001 0.01 0.02 0.01 0.00 0.00 0.01 0.00
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Fig. 4. (a-d) Effect of injection volume of the design chromatogram on the applicability of the design method for non-ideal conditions in the separation of Troger’s base
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and kinetic parameters are given in Table 3. Feed concentrations: cf = cg = 6 g/L. (For interpretation of color in the artwork, the reader is referred to the web version of the

article.)

generic example, anti-Langmuir isotherm. The isotherm and kinetic
parameters of the systems are given in Table 3.

In the simulation study, the effects of column efficiency, purity
constraints, and feed concentrations on the accuracy of the design
methods were considered. The column efficiency as number of the-
oretical plates, NTP, was determined under linear conditions for the
less strongly adsorbed component. The injection volumes of the
design chromatograms were selected such that in each case the
injection plateau prevails.

Table 5

4.1. Case 1: Langmuir isotherm

To study the effect of the column efficiency on the applica-
bility of the design methods for the Langmuir isotherm system,
the mass transfer coefficients, k; and k,, were varied between
2.988-86.70 min~!. In terms of NTP, this corresponds to variation
from 100 to 1000 theoretical plates. The simulations were car-
ried out by using the following two feed compositions: (1) c’; =
b = 6g/L(strongly non-linear conditions) and (2) cf = cf = 0.1g/L

Application of the short cut design methods for separation of cyclopentanone and cyclohexanone (bi-Langmuir isotherm). Isotherm and kinetic parameters are given in

Table 3 Feed concentrations: cf =20g/L, cg = 20g/L. Top part: purity constraints and correct values of Vj;; and t., that lead to them. Bottom: relative errors of Vi, and te,
obtained by using the design method under non-ideal conditions and resulting product purities.

NTP=100 NTP=500 NTP=1000
P 99 99 90 90 99 99 90 90 99 99 90 9
| P 99 90 99 90 99 90 99 90 99 90 99 9
Correct values Vi mi 1453 2209  17.84 2792 1958 2701 2184 2987 2018 2735 2246 3012
t, Imin] 11844 9624 11846 9931 10555 9248 10867 9643 10396 9198 10721 9594
L3 97.15 9601 8983 8952 9898 9888 9005 9007 9904 9904 9004  90.05
Design under non-ideal ~ p§  [%] 9875 8878 9896 8973 9900 8993 9902 8999 9901 9000 9901  90.00
conditions Vi (2] 1129 1492 1052 659 001 023 010 003  -010 -006 008 -007
Staw (%] -236  -170  -113  -090 001 001 002 001 002 000 000 000
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Fig.5. (a-d)Effect of column efficiency on the applicability of the design methods in the separation of Troger’s base enantiomers. Blue solid line: design method based on ideal
conditions, cf = c§ = 6.g/L.Red solid line: design method for non-ideal conditions, c} = c§ = 6 g/L. Blue dashed line: design method based on ideal conditions, ¢} = ¢} = 0.1g/L.
Red dashed line: design method for non-ideal conditions, cf = cg = 0.1g/L. Isotherm and kinetic parameters are given in Table 3. Purity constraints: p’I‘ = pg = 0.95. (For
interpretation of color in the artwork, the reader is referred to the web version of the article.)

(weakly non-linear conditions). The purities of the product frac-
tions were set equal to 0.95.

As seenin Fig. 5, the equilibrium based design method works the
better the more efficient the column is. With column efficiencies
higher than 800 theoretical plates, the relative error of the injec-
tion volume is less than 4% and both purity constraints are fulfilled

Table 6

with an accuracy of 1 percentage unit. In contrast, when NTP is
100, §Vjyj = 14.2%, p4 = 0.959, and p5 = 0.898 for high feed concen-
trations (cf = 6 g/L) and 8V;,=9.8%, p} = 0.921, and p = 0.935 for
low feed concentrations (cl.F =0.1g/L).

The injection volumes predicted by the ideal model are system-
atically too large (Fig. 5a). This stems from neglecting the dispersive

Application of the short cut design methods for system that follows anti-Langmuir isotherm model. Isotherm and kinetic parameters are given in Table 3 Feed concentrations:
cf =4glL, cg = 6g/L. Top part: purity constraints and correct values of Vj,; and t, that lead to them. Middle: relative errors of V;;; and tc, obtained by using the design
method under ideal conditions and resulting product purities. Bottom: relative errors of Vj,; and t., obtained by using the design method under non-ideal conditions and

resulting product purities.

NTP=100 NTP=500 NTP=1000

P 1%] 99 99 90 90 99 99 90 90 99 99 90 90

c | b 1%] 99 90 99 90 99 90 99 90 99 90 99 90
orrect values Vi, ImLl 2760 3525 4594 5576 3448 3988 5111 5830 3543  40.67 5170  58.69
¢, [min] 9741 9868 12727 12903 10544 10556 13265 13281 10672 10674 13336 13339
P 1%] 9652 9668  87.66 8796 9816 9818 8924 8929 9844 9844 8950 8951
Design under ideal Pt 1%] 9728 9003 9773 9006 9871  90.02 9884 9002 9895 9001 9900  90.01
conditions Vi [%] 3395 2540 1972 1415 7.25 6.64 476 3.75 436 423 2.96 239
St (%] 1216 1143 8.87 7.43 3.62 3.56 2.66 228 238 237 1.76 1.52
P 1%] 9896 99.03 8984 9009 9901 9902 9004 9008  99.02 9902 9005  90.06
Design under non-ideal ~ p3 1%] 9679 8991 9747 8997 9856 8995 9871 8996 9884 8996 9889  89.97
conditions Vi %] 1127 417 551 3.02 0.87 0.30 035 0.14 0.13 0.01 000  -0.05
Stew (%] 112 046 0.79 047  -001 -006 -005 -009 -007 -008 -008 —0.09
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Fig. 6. (a-d) Effect of feed concentrations on the applicability of the design method based on ideal conditions in the separation of Troger’s base enantiomers. Isotherm and
kinetic parameters are given in Table 3. Column efficiency: NTP=300. Purity constraints: p’]‘ = pg =0.95.

effects that limit the resolution between the bands. For this reason,
the integration step in the design method predicts a too low value
for the cut point in terms of the elution time relative to the end
of the injection. At the same time, the amount of product fraction
B, and thus the injection volume, is overestimated. As a result, the
purity obtained for the fraction B is lower than required (Fig. 5d).

The deviation of the cut time relative to the beginning of the
injection (Fig. 5b) stems from two causes. As already mentioned,
due to neglecting the dispersive effects a too low value for the cut
point relative to the end of the injection is predicted. In contrast,
estimate for Vj,;, and thus for Atjy;, is too high, which partly elimi-
nates the error. When the feed concentrations are high (ciF =6g/L),
the effect of the first mentioned phenomenon on 8t¢y is stronger
and the deviation is negative. In the case of low feed concentra-
tions (cf.C = 0.1g/L), the second phenomenon is dominating and a
too high value for t is obtained.

It is worth noting that the purity of fraction B resulting from
the equilibrium based design is lower but the purity of fraction A
higher than required when the feed concentrations are high. It is
thus possible to improve the purity of fraction B such thatp"l‘ is still
satisfied by chancing the cut time only. To fulfill the both purity
constraints exactly the injection volume must be corrected too.

As expected, the shortcut method for non-ideal systems pro-
vides better estimates for Vj,; and tee than the method for ideal
systems. Although the predicted injection volumes are too large

and the predicted cut times too small, the deviations from the
correct values are significantly smaller than with the equilibrium
theory method. This is because the effect of dispersion on the rear
of the chromatogram is inherently taken into account during the
integration.

In addition to the column efficiency, the influence of purity con-
strains on the accuracy of the design methods was investigated. The
results are summarized in Table 4. It is observed that the design
methods work best at when low purities are required. This is due
to increased injection volume with low purities, for which reason
the tail of the design chromatogram obtained with V;;U deviates
less from that of the design chromatogram. In the case of non-ideal
design method, the purity of fraction B is matched better than the
purity of fraction A. This is because the front of the chromatogram
is strongly influenced by the accuracy of the predicted injection
volume. Especially in the case of high purity constraints (and low
injection volume), the cut is positioned at the “root” of the mixed
shock - a position which is very susceptible to the influence of dis-
persion. It is interesting also to note that the design methods are
more accurate when p‘;‘ is low and p’zg is high than in the oppo-
site case, especially when the column efficiency is low. This also
stems from the fact that for high pfl‘ values the cut point falls on
the steep shock layer in front of the second component’s profile,
and hence the influence of the cut time on the product purities is
strong.
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Fig. 7. (a-d) Effect of feed concentrations on the applicability of the design method for
kinetic parameters are given in Table 3. Column efficiency: NTP=300. Purity constraints:

To examine the effect of the feed concentrations on the feasibil-
ity of the design methods the total feed concentration, cf,, = cf +
¢k, was varied from 1 to 40 g/L and the ratio of feed concentrations,
q /cg. from 1:4 to 4:1. The column efficiency was kept constant at
NTP=300 and the purity constraints were set equal to 0.95. In real-
ity, the solubility of Tréger’s base enantiomers in ethanol is about
18 g/L[19] so all the values beyond that are hypothetical. The sim-
ulation results are displayed in contour maps (Figs. 6 and 7) where
the contour lines show the points with same particular function
value (8Viy;, 8tinj, p7, or p5).

As seen in Figs. 6a and 7a, the predictions for the injection
volume are too large on the whole feed concentration region. In
addition, neither of the design methods is very accurate when the
total feed concentration and the excess of component 2 over com-
ponent 1 are high. This stems from strong displacement effect that
yields a high but narrow pure first component zone that is sig-
nificantly affected by dispersive effects. The injection volume for
which both purity constraints are satisfied is thus relatively small,
and it deviates a lot from the injection volume of the design chro-
matogram.

An interesting finding is also that both the design methods
are applicable in the case of low feed concentrations that cor-
respond to the weakly non-linear region of the isotherm where
kinetic effects influence strongly on band shapes. This can be
explained by the fact that under weakly non-linear conditions the
injection volume that leads to given target purities is larger com-
pared to the strongly non-linear conditions. This decreases the
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non-ideal conditions in the separation of Troger’s base enantiomers. Isotherm and
p}=p5=0.95

sensitivity of non-ideal effects on the shape of the tail of the chro-
matogram.

As already mentioned, the cut times predicted by the equi-
librium based design method are too small when the total feed
concentration is relatively high. In this case, the limit is 2-10g/L
depending on the feed composition. With low feed concentrations
atoo high value for t¢; is estimated. In the case of the design method
for non-ideal conditions, similar behavior is observed when the
purity of the first component in feed is low. For high pf values |Steyt|
is lower than 0.1% on the whole total feed concentration region.

When the equilibrium based design method is applied, pg is
always lower than required while the behavior ofp/l* depends on
the feed concentrations. With relative high cfm values (the limit is
3-13g/L in this case) purity of fraction A is higher but with low
cF, values lower than required. In the case of the design method
for non-ideal conditions, the resulting purities of both product
fractions are lower than or equal to the desired ones. The target
constraints are matched the better the higher the purity of the first
component in feed is.

4.2. Case 2: bi-Langmuir isotherm

Analogous simulations as in the case of Langmuir isotherms
were performed for bi-Langmuir system. However, only the design
method for non-ideal conditions was applied since explicit equa-
tions for the equilibrium based design are not available. The results
are shown in Table 5.
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Since both Langmuir and bi-Langmuir isotherms stand for con-
vex isotherm type, the results obtained in these two cases show
very similar trends. Again, the design method works best when the
column efficiency is high and the purity constraints low. In addi-
tion, the relative errors of the injection volumes and the cut times as
well as the product purities are of the same order as in the Langmuir
case.

4.3. Case 3: anti-Langmuir isotherm

The effects of column efficiency and purity constrains on the
applicability of the design methods in case of anti-Langmuir sys-
tem are shown in Table 6. As in previous cases, both the design
methods work best when the column efficiency is high and the
target purities low. As expected, the design method for non-
ideal systems provides better estimates for Vinj and teye than the
method based on ideal conditions. For example, when the col-
umn efficiency is 100 theoretical plates and the target purities
0.9, the design method for non-ideal conditions predicts correct
Visj with an accuracy of 3% and both the purity constrains are
satisfied with an accuracy of 0.1 percentage unit. In the case of
the equilibrium based design, 8Viy; = 14.15%, p} = 87.96, and p5 =
90.06.

The main difference compared to the previous cases is that
the isotherm type is now concave. The purity constraints are thus
matched better when p’l‘ is high and pg is low than in the oppo-
site case. This is because the cut point is now located on the
deep shock front when pg is high. As expected, this is opposite
to the behavior observed in the case of the competitive Langmuir
isotherm.

5. Conclusions

Two design methods were developed for separation of binary
mixtures in a batch chromatography. The first one holds under ideal
conditions and is based on the equilibrium theory of chromatogra-
phy. It allows direct prediction of the injection volume and the cut
time that lead to given target purities without generation of a waste
stream. These parameters provide the basis for further estimation
of the process performance parameters such as productivity and
eluent consumption. The approach is generally valid for all systems
that follow convex or concave isotherm models. Explicit analyti-
cal design equations were derived for competitive Langmuir and
anti-Langmuir isotherms.

The second approach is applicable for more realistic finite
efficiency systems. Estimates for the injection volume and the
cut time corresponding to arbitrary purity requirements are
obtained by applying a simple procedure for a single conven-
tional chromatogram. The choice of the injection volume for the
design chromatogram was discussed briefly. When the isotherm
parameters are known and the system follows Langmuir or
anti-Langmuir isotherm model, it is recommended to use the
ideal model to calculate proper injection volume. In other case,
large injection volume for which the injection plateau prevails is
preferred.

The applicability of the design methods was evaluated by
numerical simulations. Three case studies with Langmuir, bi-
Langmuir, and anti-Langmuir isotherms were considered. Both the
design methods are most applicable for high performance sys-
tems. In contrast, when the column efficiency is low and the purity
constrains are high, a systematic error in the predicted operat-
ing parameters is observed and the purity constraints are not fully
satisfied. While in the end, any shortcut design needs some fine-
tuning, we believe that the proposed approaches can be used in
many practical applications to predict the preliminary injection
volume and cut time.

Appendix A. Summary of equilibrium theory

The fundamentals of the local equilibrium theory of chromatog-
raphy are summarized below. For details, the interested reader is
referred to more comprehensive works [9-13].

When a rectangular pulse of a mixture of two components is
injected at the inlet of a clean column, two simple wave transi-
tions (11, I'3) and two shock transitions (X', X5 ) are formed. The
solution of the model consists of describing the movement of these
waves and their interactions along the column. The design method
derived in this work is, however, based on the properties of "¢
and [, transitions only. For this reason, the interactions between
waves are not discussed here.

The image of the chromatographic cycle is conveniently con-
structed in the so-called hodograph (cq, ¢;) and characteristic (w1,
w>) planes. Examples of these representations and corresponding
chromatograms are given in Fig. A.1. In the figure, F and O denote
the feed and initial states, respectively, while P and Q stand for two
intermediate states. The images of the solution paths are given by

. N I

Langmuir: 02PHF20%0 (A1)
r, I

anti-Langmuir : 0521)511:—%(1—10 (A2)

For Langmuir and anti-Langmuir isotherms, simple waves cor-
respond on the hodograph plane to segments on straight lines,
called characteristics. The slopes of the characteristics, dc; /dc,, are
obtained from the right eigenvectors of the matrix A=[d;; + ¢q;],
where §;; is the Kronecker delta, defined as 1 if i=j and 0 if i # j,
and g;; = dq;/dc; is the partial derivative of the adsorption isotherm,
Eq. (6). Explicit expressions for the slopes are given by

-n+ \/772 +4p1p2K1KaHiHacq 02

b= 2p1K1Haco (A3)
£ = —n = \/n? +4p1p2K1KaH1 Hacrc (Ad)
2 2p1KiHac; '

with n=H1(1+p2Kzc2) — Ha(1+p1Kqcq).

A convenient way to study the above Riemann problems is to
perform a variable transform by introducing pair of characteristic
parameters (w1, ®,) defined as

_ P1p2koHy + KiHa6,
p1p2ks + K162

w0y = p1P2KaH1 + K1Haéy (A6)
p1P2ka + K1

It has been shown that there exists a one-to-one correspondence

between the concentrations (cq, ¢2) and the two characteristics

parameters (w1, wy) [11]. In addition, the parameter w; is con-

stant along the I"y characteristic while w, is constant along the

I', characteristic. The limits for these two parameters are given by

(A7)
(A.8)

(A.5)

Langmuir: O0<w; <H; <wy <H;

anti-Langmuir: H; <w; <Hy <wy < o

The propagation velocities of the simple waves are obtained
from the eigenvalues of A. In the case of Langmuir and anti-
Langmuir isotherms, the resulting expressions are given by

-1
o odx Ppwiwy
r: 2= (1 ) v (A9)
1
Codx P w?
L &= <1+ T ) v (A.10)

Since the characteristics on the hodograph plane are straight
lines, the images of shock transitions X'y and X', coincide with the
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Fig. A.1. Chromatographic cycles under ideal conditions for arbitrary systems that follow Langmuir and anti-Langmuir isotherm models: (a) chromatograms, Langmuir
isotherm; (b) hodograph plane, Langmuir isotherm; (c) characteristic plane, Langmuir isotherm; (d) chromatograms, anti-Langmuir isotherm; (e) hodograph plane, anti-

Langmuir isotherm; (f) characteristic plane, anti-Langmuir isotherm.

characteristics I"y and I, respectively. The propagation veloci-
ties of the shock waves are given by the mass balance across the
discontinuity as follows

-1
.odx pwjofm,
> E‘(““W u (A11)
-1
. odx P w5l
T o= <1+W u (A12)

where the superscripts L and R refer to the states on the left and
right sides of the shock wave.

Appendix B. Derivation of the design equations for
Langmuir isotherm

In this appendix, a detail derivation of the equilibrium theory
based design equations for systems that follow competitive Lang-
muir isotherm model is given. All the required equations for w;(t),
used in this appendix as well as in Appendix C, are provided by
Rajendran and Mazzotti [12].

To solve the cut time, explicit equations for the amounts of
components 1 and 2 that elutes from column after an arbitrary
cut point locating on the mixed wave are first derived. For this
purpose, the rear parts of the individual elution profiles are inte-
grated by employing w-transform. The amount of component 1
is obtained by integrating the mixed wave, i.e. I'y characteristic,
from the cut point to the end of the elution profile of component 1,
TEg1. Because w, parameter remains constant along the I"y charac-
teristic, we use substitution t=f{w; ), which yieldsto the following

expression

TE1 @1(Teut)
m8(taue) = Q ci(r)dr = Q/ c1(t(w1))7 (1) don

1(Teut)
(1~ e)w) — Hi)Hr —of)
B KiH{(H; — Hy) col

Teut

(B.1)

where w{"" is w;-value at the cut point.

To calculate the amount of component 2, the elution profile
must be integrated piecewise. In the mixed wave, w, parameter
remains constant and the integral is again calculated using substitu-
tion t=f{w1 ). In the pure second component plateau, c; is constant,
and the integral term is replaced by c(tp)(tp — Tg1), Where ca(Tp)
is the concentration of component 2 at the pure second component
plateau, tpis the end of the pure second component plateau, and 7,
is the beginning of the pure second component plateau (equal to the
end of the elution profile of component 1). Along the pure second
component wave, i.e. [, characteristic, w; parameter remains con-
stant, and the substitution t = flw, ) is used. The resulting expression

for m(zeu) is
TE1

mg(fcut) =Q
Teut

TP TE2
cz(t)dr+Q/ cz(t)dr+Q/ c(T)dr
TE1 TP

1(g1)

=Q c2(t(w1))T' (1) dwr + Qca(Tp)(Tp — TE1)

1(Teut)

@(Tg2)
C2(T(w2))T(w2) dw,

+Q

(p)

(1 - &)(Hy — wE)(Hy — )

KyHa(Hz — Hyp) (B2)

Veol
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The limit whether the cut point is located on the mixed wave or
on the injection plateau, i.e. pg,“mit, is solved by setting w{" = wf
into Egs. (B.1) and (B.2), and by substituting the resulting equations
into definition of pg' Eq. (2). Some rearrangement gives

-1
B 1 pi Hi-of
Patimie = {113 “pFHy —af
1 1

When p’zs > p’zg‘limit, the cut point is located on the mixed wave.

An explicit expression for wg”‘ is obtained by eliminating m‘f and
m5 from system of Eqgs. (B.1), (B.2), and (2) which yields

(B.3)

peut _ Hi = Hah

T 7 1= (B4)
with X being an auxiliary parameter given by
1-pB KiH(Hy — o
A= Jo 1T 7 ) i 2 @) (B5)
p; KyHa(w; —Hyp)

The cut time relative to the end of the injection is now calculated
from the propagation velocity of the mixed wave, Eq. (A.9)

2
Plos)’of

i, to (B.6)

Teut = l:l +

Finally, the injection volume is solved by substituting Eq. (B.2)
into Eq. (15)

2
Voo — (1 - )(Hy — w)(Hy — )
W KaH(Hy — Hy)chYs

Vcol (B-7)

When the cut point is located on the injection plateau, i.e. pg <
pg jimir» the amounts of components 1 and 2 that are collected to
fraction B are given by

m(Teur) = (11 — Teur ) Q + mifll (B.8)
m5(Teue) = (71 — Teur)c5Q + mi™ (B.9)
where 7, is the end of the injection plateau
2
Pwf) of
T = |:] + W to (B.10)

and mf“” is the mass of component i that elutes from column after
7;. Equations for m{®! are obtained from Eqs. (B.1) and (B.2) by
substituting w{" = a)f, which yields

2
it (1= &)(@5 —Hi)(Hy — of
S T R, —Hy) ®11)
2
tail __ (1- 8)(H2 - w‘z:)(HZ - (UI]:)
M S T Rl —Hy) (B12)

To solve the cut time, m‘f and mg are eliminated from system of
Eqgs. (B.8), (B.9), and (2)
migi — [pf/(1 — ph)lmic 1
Teut = T — —
“ /(1 -pDcf - Q
The injection volume is again obtained by substituting the
expression of mg, Eq. (B.9), into Eq. (15)

(B.13)

_ (t1 - Tcut)ch + m;ail

Vi = o, (B.14)

Appendix C. Derivation of the design equations for
anti-Langmuir isotherm

In this appendix, a detail derivation of the design equations for
systems that follow competitive anti-Langmuir isotherm model is
given. The approach is completely analogous but opposite to the
case of Langmuir isotherm discussed in Appendix B.

The amount of component 1 that elutes before an arbitrary cut
point locating on the mixed wave is calculated by integrating the
elution profile piecewise from tg to te:. By employing substitution
t=flwq) to solve the integral term corresponding to the pure first
component wave, i.e. "1 characteristic, and substitution t=f(w; ) to
solve the integral term corresponding to the mixed wave, i.e. 'y
characteristic, the following expression for m’l‘(tcu[) is obtained

"t 15:5) teut
mA(teur) = Q/ C1(t)dt+Q/ Cl(t)dt+Q/ ci(t)de
tR1 o tr2

w1(tg)
=Q c1(t(w1))t'(w1) dwy +Qcq(tg Ntr2 — tq)
1(tgy)
@) (teut)
+Q c1(t(w2))t (wz) dwy
J w(tgz)

_ (- e)of — Hi)ws" — )’

V, C1
K1H1(Hz — Hp) col €D

where t is the beginning of the pure first component plateau, tg; is
the end of the pure first component plateau (equal to the beginning
of the elution profile of component 2), and @$"* is w,-value at the
cut point.

Component 2 starts to elute in the beginning of the mixed wave.
Again, substitution t=f{w,) is used, which yields

@y (teut)
C2(t(@))t (wz) dwy

teut
mg(tcut) = Q/ c(t)dt =Q
tR2

@(tR2)

(1 - &)(Hy — of Y — Hy)*
KyHy(Hp — Hy) col

(C2)

To calculate the limit whether the cut point is located on the
mixed wave or on the injection plateau, w§" = wg is set into Eqgs.
(C.1) and (C.2), and the resulting equations are substituted into

definition of p’l‘, Eq. (1). The following expression is obtained for
A
P limit

-1
A 1 1- Pq (0"2: - HZ)
PYimie = | 1+ o (@ _Hy)

(€3)

When pf > p';‘_“mit. the cut point lies on the mixed wave. Elimi-
nation of m4 and m from system of Eqs. (C.1), (C.2), and (1) yields

H, — HiK
1-K

o't = (C4)

with

o 1 - p4 KoHy(of — Hy) (5)
P} KiHi(H; — o) '

The cut time is calculated from the propagation velocity of the
mixed wave, Eq. (A.10)

¢wF(wcut 2

teut = |1+ =2

i, to (C.6)
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Finally, Eq. (C.1) is substituted into Eq. (18), which yields to the
following expression for the injection volume

(1 — &)@ — Hy @St — Hy Y

Vi =
" KiHi(Hz — H1)el Yy

Veol (C7)

When the cut point is located on the injection plateau, i.e. p‘;‘ <
pq‘ Jimir» the amounts of components 1 and 2 eluting before the cut
point are given by

M (teue) = (teue — t1)fQ + mll™ (C8)
M (teur) = (teur — t1)c5Q +myo™ (C9)
where t; is the beginning of the injection plateau
2
Pl (o)
tI = 1 + W 0 (ClO)

and m’:’“"t is the amount of component i that elutes from the column
before t; obtained from Eqs. (C.1) and (C.2) by substituting w$" =
ok, which yields

miront _ (1 _5)(wl1: - Hy )(wIZ: —H; )2
T =

V, C.11
K1H1(Hz — Hp) col @1

font _ (1= €)(Ha — of )@k — Hy)?
front _

K2H,(H; — Hy) col (€12)

To solve the cut time m"l‘ and m’f are eliminated from system of
Egs. (C.8),(C.9), and (1)
n,t);runt _ [p/lq/(.l _p,;\)]rngmnt l

P/ —phicE —cF  Q (C.13)

teut =t +

As a last step, an explicit expression for the injection volume is
solved by substituting Eq. (C.8) into Eq. (18)

(Ccur — b )C‘;Q + m/;ront

(C.14)
CfY1

Vinj =
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Steady state recycling chromatography (SSR) offers a means to reduce eluent consumption and increase
productivity in preparative and production scale chromatographic separations. Even better performance
is obtained with an integrated process by coupling solvent removal unit to the chromatographic separa-
tion unit. Here a design method for SSR with an integrated solvent removal unit (SSR-SR) is presented.
The method is more practical than previous work as the effect of physical constraints, such as solubil-
ity or viscosity, imposed on the amount of solvent removed is included. The method holds under ideal
conditions for binary systems with competitive Langmuir isotherm model. The design equations allow
calculation of the regions of feasible operating parameters when either the maximum concentrations
in the solvent removal unit or of the solution fed into the chromatographic column is restricted. The
method was applied to analyze the performance of different SSR-SR configurations in two case studies:
the separation of mandelic acid enantiomers and the separation of EMD 53986 enantiomers. The benefits
of SSR-SR are relatively small under ideal conditions but the design method developed here can give a

good starting point for designing SSR-SR processes under non-ideal conditions.

© 2014 Elsevier B.V. All rights reserved.

1. Introduction

Preparative liquid chromatography is one of the most selec-
tive separation techniques in the pharmaceutical, fine chemical
and food industries. It is applied successfully for the separation
and purification of a wide range of substances such as enan-
tiomers, other isomers, sugars and proteins. The most common
process schemes are single-column batch chromatography and
multi-column simulated moving bed (SMB) chromatography. The
batch mode is versatile and provides multiple product fractions,
but usually suffers from low productivity, high eluent consump-
tion and/or low recovery yield. As to the SMB, high productivity,
low eluent consumption, and high yield are counterbalanced by
high investment costs and a high degree of complexity.

Many single column recycling techniques are known to enhance
the performance of classical batch chromatography with signifi-
cantly lower investment costs than SMB processes [1-3]. The most
promising concepts are steady state recycling schemes where
the sufficiently pure leading and trailing sections of the elution

* Corresponding author. Tel.: +358 403578683.
E-mail address: tuomo.sainio@lut.fi (T. Sainio).

http://dx.doi.org/10.1016/j.chroma.2014.03.039
0021-9673/© 2014 Elsevier B.V. All rights reserved.

profile are collected as product while the unresolved middle part is
recycled into the column. A constant amount of fresh feed is added
to the recycle fraction, which causes the process to attain a periodic
steady state. The process can be operated in different injection
modes. In the mixed-recycle scheme [4], the recycle fraction is
mixed with the fresh feed before re-injection. In the closed-loop
mode [5], the recycle fraction and the fresh feed are introduced sep-
arately in order to preserve the already achieved partial separation.

An advanced process concept, SSR-SR, where the performance
of conventional steady-state recycling process is improved by inte-
grating it with a solvent removal unit, e.g. membrane filtration
or evaporation unit, has recently been introduced [1]. A simi-
lar approach for concentrating internal process streams has been
proposed also for SMB chromatography [6,7]. In addition, various
hybrid process concepts where either single column [8] or SMB
[9,10] chromatography is combined with an enzymatic racemiza-
tion and membrane filtration for solvent removal have received
increased attention.

The solvent removal unit can be placed in different positions
of the SSR-SR process. Solvent can be removed from: (I) the fresh
feed, (II) the recycle fraction, and (III) the stream that is fed into the
column (obtained by mixing the fresh feed and the recycle fraction).
Siitonen et al. [1] investigated various SSR-SR configurations by
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using the equilibrium theory of chromatography and created the
theoretical background for analysing and designing the process. A
method was developed to choose a priori the relevant cut times
for fractionating the outlet stream of the chromatography column
and the capacity of the membrane filtration unit such that arbitrary
purity constraints are satisfied. In addition, it was shown that the
three SSR-SR configurations have identical performance with the
same operating parameters. In contrast, the configurations differ
with respect to the maximum amount of fresh feed as well as the
range of feasible volumes of feed pulse into the column.

In practice, the extent of solvent removal is often limited by var-
ious factors. Firstly, the maximum concentration achievable in the
solvent removal unit may be limited by solubility of the compo-
nents since precipitation is not acceptable. On the other hand, if
the solubility is high, osmotic pressure in membrane filtration or
vapour pressure in evaporation may limit the operation. Secondly,
the maximum concentration introduced into the chromatographic
column may be limited by solubility, viscosity, or pressure drop.

Recently, Hellsténetal.[11]studied the effect of solvent removal
constraints on the performance of SSR-SR process under non-ideal
conditions by numerical simulations. Separation of glucose and
galactose was used as a model case for a large scale biorefinery
application of steady-state recycling chromatography. It was found
that an optimized SSR-SR process yields always higher productiv-
ity than a conventional SSR chromatography or a batch process that
employs a similar solvent removal unit. The most advantageous
SSR-SR configuration depends on the fresh feed concentrations and
the solvent removal constraint.

In this work, the theory of SSR-SR chromatography developed
by Siitonen et al. [ 1] is extended to the case when practical solvent
removal constraints affect the SSR-SR operation. A design method
is developed for calculation regions of feasible volume of feed pulse
into the column and volume of fresh feed. The approach is based
on the equilibrium theory of chromatography and is applicable
for binary systems that follow competitive Langmuir adsorption
isotherm model. The performance of the three SSR-SR configu-
rations is compared with the performance of (1) classical batch
chromatography, (2) batch process with solvent removal, and (3)
conventional SSR process without solvent removal with two case
studies.

2. Background
2.1. Equilibrium theory of chromatography

Within the frame of the equilibrium theory of chromatography,
it is assumed that the mass transfer resistance and the dispersive
effects are negligible, the fluid velocity is constant, and the packing
properties are homogeneous along the column. Under these con-
ditions, the mass balance for an individual component i is given
by

dc;  0c; dq;t
ET "R
where c; is the fluid phase concentration of solute i, qieq is the sta-
tionary phase concentration that is in equilibrium with the fluid
phase, ¢ is the phase ratio (¢ =(1 — ¢)/e with € being the total void
fraction of the bed), u is the interstitial velocity (u = L[ty with L being
the column length and to being the retention time of a non-retained
component), t is the time, and x is the column axial coordinate. For
binary systems that follow the competitive Langmuir adsorption
isotherm model the equilibrium relationship is given by

=0 i=(1,2) (1)

eq NiKic;

% = 11K + Ko 2)

where N; and K; are the saturation capacity and the equilibrium
parameter of solute i, respectively. In the following discussion, it
is assumed that the component 1 is the less strongly retained one.
This means that H, > Hy, where H;=N;K; is the Henry constant of
component i.

To solve the model Egs. (1) and (2), proper initial and boundary
conditions are needed. In this work, it is assumed that a rectangular
pulse of binary mixture with known duration, AtF, is first fed to an
initially clean column and then eluted in isocratic mode. In this
case, the initial and boundary conditions of Eq. (1) are

Ci(x,t=0)=0 for O<x<L 3)
clx=0,t)=cf for 0<t<Atf (4)
c(x=0,t)=0 for t> AtF (5)

where ciF is the concentration of component i in column feed.

The model forms a system of two homogeneous quasilinear
partial differential equations. It can be solved analytically by the
method of characteristics. The fundamentals of the solution are
described extensively in the literature [12-15].

2.2. Principle of SSR-SR process

Various single column chromatographic processes are pre-
sented schematically in Fig. 1. The classical mixed-recycle steady
state recycling chromatography process (Fig. 1a) is started by
introducing a certain amount of feed mixture from the feed tank
into an initially clean column. The feed pulse is then eluted isocrat-
ically with eluent E. The initial state of the feed reservoir can be,
for example, a fresh feed mixture, a diluted fresh feed mixture, or a
solution whose composition corresponds to the steady state feed.

An example of the concentration profiles at the SSR column out-
let is shown in Fig. 2. The actual SSR cycle starts at time t4;, when
the first component breaks through. The column effluent is directed
to product fraction A to collect the leading section of the chro-
matogram containing an excess of the less adsorbed component
1. Between times ts, and tg; the unresolved fraction is collected
and recycled. In the mixed-recycle mode, the whole recycle frac-
tion is collected in the feed reservoir, mixed with fresh feed and
then introduced back into the column. After time tg;, the product
fraction B containing an excess of the more retained component 2 is
collected until the chromatogram is eluted completely at time tg;.

The above procedure is repeated while keeping the time inter-
vals between the fractionation valve switching events constant.
This forces the process into a periodic steady state in which the
elution profiles and the average product compositions do not vary
from cycle to cycle.

In an SSR-SR process, the performance of MR-SSR chromatog-
raphy is improved by integrating it with a solvent removal unit, e.g.
amembrane filtration unit or an evaporation unit. As already men-
tioned, there are several options to position the solvent removal
unit. In this work, the design and performance of the following
three configurations are discussed: (I) solvent is removed from the
fresh feed (Fig. 1b), (II) solvent is removed from the recycle fraction
(Fig. 1c), and (III) solvent is removed from the actual feed solution
entering the column (i.e., solution obtained by mixing the fresh feed
and the recycle fraction) (Fig. 1d).

The steady state operation of SSR chromatography and the three
SSR-SR process options are conveniently presented on the hodo-
graph plane as shown in Fig. 3. In this work, it is assumed that the
solvent removal unit works ideally such that the relative composi-
tion of the solution is not changed in the unit. The operating line
of the solvent removal unit is thus a straight line on the hodograph
plane, and solvent removal corresponds to moving upwards on that
line.
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Fig. 1. Schematic setup of (a) conventional SSR chromatography, (b) SSR-SR configuration I (solvent is removed from fresh feed), (c) SSR-SR configuration II (solvent is
removed from recycle fraction), (d) SSR-SR configuration III (solvent is removed from mixed fraction). FF, fresh feed; FF, concentrated fresh feed; R, recycle fraction, R’,

concentrated recycle fraction; F’, mixed fraction; F, column feed; E, eluent.
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Fig.2. Example of fraction collection and start-up behaviour of SSR chromatography
in mixed-recycle mode. The diagram shows an overlay of the concentration profiles
at column outlet for cycles from 1 to 30. Thick lines: concentration profiles at steady
state (cycle 30).

In the case of conventional MR-SSR process (Figs. 1a and 3a),
the feed composition cannot move away from the I characteristic
that passes through the fresh feed composition FF [16]. When the
process operates at steady state, the feed point F and the volume-
average composition of the recycle fraction R must locate on the
same [+ characteristic as the fresh feed FF. In addition, the image of
the rear part of the chromatogram on the hodograph plane remains
unaltered.

In SSR-SR configuration I (Figs. 1b and 3b), solvent is removed
from the fresh feed FF. The operating line of the solvent removal unit
thus passes through the origin and FF. The resulting composition
maps onto point FF in Fig. 3b. When the recycle fraction R and
the concentrated fresh feed FF are mixed together, the actual feed
composition Fis obtained. According to the lever rule, F must locate
on the line segment between FF and R. At the steady state, the feed
point F, and thus also the recycle point R, lie on the I"+ characteristic
that passes through the concentrated fresh feed FF'.

In process option II (Figs. 1c and 3c), the solvent is removed
from the recycle fraction. In this case, the operating line passes
through the origin and the recycle fraction R. The resulting
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Fig. 3. Schematic representations of alternative process configurations on the hodograph plane. (a) Conventional SSR chromatography. (b) SSR-SR configuration I (solvent
removal from fresh feed). (c) SSR-SR configuration II (solvent removal from recycle fraction). (d) SSR-SR configuration III (solvent removal from mixed fraction). Dashed
lines: I"+ and I"_ characteristics. Fresh feed concentrations: c‘l”‘” = cg‘” =10 g/L.Isotherm parameters: K; =0.02 L/g, K, =0.025L/g, Ny =N, = 100 g/L. Phase ratio ¢ = 1/3. Purity
constraints: p’l‘ = pg = 0.90. Volume of feed pulse: 0.13 bed volumes. Solvent removal capacity in (b)-(d): K=0.4.

composition maps onto point R'. Mixing the concentrated recycle
fraction R" with the fresh feed FF, the actual feed composition F
is obtained. The steady state feed composition F is again located
on the same I characteristic as the steady state recycle fraction
composition R.

In process option III (Figs. 1d and 3d), the recycle fraction R and
the fresh feed FF are mixed before solvent removal. The resulting
mixture, referred to as F’, locates on the line segment between FF
and R and the operating line of solvent removal unit passes through
the origin and F’. The resulting feed composition maps onto point
F. Similarly to configurations I and II, the steady state feed F and the
steady state recycle fraction R are located on the same I+ charac-
teristic.

2.3. Design constraints

In the following discussion, it is assumed that the desired
purities of the product fractions with respect to their target com-
ponents and/or the recovery yields of the components are chosen
as design constraints. These are defined as follows

taz
A FF
m ftm adt 208

Comibamd e o) PV (1= Y2)(1 - P

v (6)

g2
PR R ol (e ) o
PUmEemE T e oy (1P + (1Y
O i S ®)
mfF — ptF pA 4 pB 1
mbB B _ FF
L Py pi-p )

om - pepl -1

where p’l is the purity of componenti=(1, 2) in the product fraction

j=(A, B), nﬂ is the amount of component i=(1, 2) in the fraction
j=(A, B, FF), Y; is the recovery yield of component i=(1, 2), and
piF = cff /(cfF + cfF) is the purity of component 1 in fresh feed.
Since the SSR-SR process represents a binary separation without
awaste stream, the purity and yield constraints are interchangeable
[17]. In other words, by specifying any two of the four constraints
in Egs. (6)-(9), the remaining two are also fixed. This means that
the design approach developed below is applicable also when there
is only one target component (either the more or the less strongly
retained one) whose purity and yield requirements are given.
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2.4. Design of SSR-SR process

In SSR-SR process, there exist two adjustable operating parame-
ters for given column dimensions and volumetric flow rate [1]. One
can choose freely the volume of feed introduced into the column, V¥,
and one of the following parameters: (1) the volume of fresh feed
treated per cycle, VT, (2) the volume of solvent removed per cycle,
VAR or (3) the solvent removal capacity, K= V*R VT, The design task
is to find the four cut times (ta1, tay, tg1, tgp) for a given combi-
nation of free operating parameters such that user-given purity
requirements on the two product fractions are satisfied exactly at
the periodic steady state. In the case of 100% purity requirements,
the following approach predicts the operating parameters that lead
to the target purities without recycling pure component fractions,
i.e. maximum amounts of products are obtained.

In this section, the basic theory and design method of SSR-SR
process developed by Siitonen et al. [1] is briefly summarized
since it provides the basis for understanding the effects of sol-
vent removal constraints on process operation. Detail derivation
of the explicit design equations is given in Appendix A. The deriva-
tion is based on a variable transform from concentrations (cy, ¢2)
to characteristic parameters (w1, w2) which yields more simple
expressions than originally given in [1].

The design approach allows to choose a priori the relevant
cut times corresponding to arbitrary purity or yield constraints
and to predict the steady state of the process without performing
dynamic simulations in the case of binary system with Langmuir
isotherm and ideal conditions. The three SSR-SR configurations
lead to exactly the same steady state when the same operating
parameters are used [1]. The design method is thus independent of
the position of the solvent removal unit. The limits for the feasible
adjustable variables are discussed in Section 3.

The first step in the design of SSR-SR process is to solve the slope
of the I'f characteristic on the hodograph plane that passes through
the steady state feed composition, &%. It is shown that specifying
any of the design variables V¥, VSR, or K determines uniquely the
I'f characteristic. The relationship between, K, VF, VSR and &% is
given by

VSR (cfF — IFER Y aKq EF + K3)

K=o =14

Vi (@ — 18 o

where o« = H, [H; is the separation factor. When the solvent removal
capacity is used as a design criterion, &} can be solved explicitly
from Eq. (10). In contrast, when V¥ or V*R is selected as a starting
point, & must be solved numerically. It is shown that when K or
VSR increases, VT increases and & decreases [1].

When the slope of the characteristic I'f corresponding on the
steady state is solved, the shape of the rear part of the chro-
matogram is known. The four cut times and the steady state feed
composition can be predicted by using the following approach. At
first, the cut time tg; is chosen equal to the time of complete elution
of the feed pulse. For Langmuir isotherm, the resulting expression
is

t32:t0(1+¢H2)+AfF (11)

where the duration of the feed pulse is given by Atf=Vf/Q with Q
being the volumetric flow rate.

To find the cut time tg; the rear part of the chromatogram is
integrated backwards. Starting at time t=tp,, the amounts mi.(t)
are calculated until the purity constraint of the product fraction B,
Eq. (7), is satisfied exactly. Depending on pg, there exist two possi-
bilities for the location of the cut point B1. When p& is high, the cut
point is located on the mixed wave while for low p values it lies on
the feed plateau. The limit for these two cases, P3 jimi 1S given in
Appendix A, Eq. (A.11). In addition, it is shown that the cut point B1

relative to the end of the feed pulse tp; =tz — At is independent
of the volume of feed pulse. The design is based on Eq. (A.21) when
5> plzg,limit and on Eq. (A.15) when p§ < p8 . ..

Once the cut times tg; and tg, are solved, also the mass in product
fraction B is known from the backwards integration. If V¥ or VSR
are not used as a design criterion, they are solved from the global
mass balance of the second component. Because no waste stream
is allowed, the resulting expressions are

tg2
mE Q ffm codt

VFF — 2 ) 12
CgFYZ CgFYZ ( )
VSR = KyFF (13)

where the yield Y, is calculated from the purity constraints as
shown in Eq. (9). Explicit expression for V is given in Appendix
A, Egs. (A.16) and (A.22).

The end time of fraction A, t4;, is determined from volume bal-
ances

VFF _ VSR VFF _ VSR
Q Q

As seen in the equation, also ty; is independent of the volume
of the feed pulse.
The steady state feed composition is solved from the mass bal-
ance around the feed node
RyR o (FFyFF
F_ G VitV

G VF

tap =tp1 — AtF 4 (14)

=T +

fori=(1,2) (15)

where VR is the volume of recycle fraction and cf is the volume-
average concentration of component i given by

VR = yF _yfF L sk (16)
t]
Qf b1 Cid[
cf:% fori=(1,2) (17)

When VF is relatively low, the cut time ty, is located on the
mixed wave and the steady state feed concentrations decrease with
increasing VF. For high VF values, ty, is located on the feed plateau
and the steady state feed composition is independent of VF. The
limit for these two cases is derived in Appendix B. The steady state
feed composition can be calculated analytically by using Eqs. (A.7),
(A.8), (A.26) and (A.27).

As a final step, the remaining cut time t,; is chosen equal to the
retention time of the pure component 1 shock. If the feed pulse is
large enough, the plateau of pure first component (Q) prevails and
the cut time t4; is given by

eq, .Q
ta1 = to (1 +¢&é’0)> (18)

)
In the case of sufficiently small feed pulse, the plateau is eroded

completely and the exact value of t4; can be calculated analytically
by using the equations or the free software given in [18].

3. Operating regions for SSR-SR process
3.1. Solvent removal constraints

As mentioned in Section 2.4, SSR-SR process has the following
two freely adjustable operating parameters: (1) the volume of feed
pulse into the column and (2) the volume of fresh feed (or alter-
natively the volume of removed solvent or the solvent removal
capacity). The region of feasible operating parameters depends on
the process configuration and the extent of solvent removal which
is often limited by different factors. The solvent removal constraints
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parameters, phase ratio, and purity constraints as in Fig. 3.

can be divided in the following two categories: (1) maximum con-
centration achievable in the solvent removal unit (e.g. solubility,
osmotic pressure, or vapour pressure limit) and (2) maximum con-
centration of the solution fed into the column (e.g. solubility or
viscosity limit). In this work, the discussion is limited to continuous
constraints that can be expressed in form

@i(ch.d) <0 forj=(FF,RF) (19)
g(cf, &) =0 (20)

where the limit for the maximum concentration of the solution in
the solvent removal unit is given by function g; and the limit for
the maximum concentration of the column feed is given by function
g>. By using the notation in Fig. 3 we have j=FF for configuration I,
whereas for configuration II, j=R’, and for configuration III, j=F.

In the following Sections 3.2-3.4, the operating regions of the
three SSR-SR configurations and batch chromatography integrated
with solvent removal are derived for the case when the maximum
concentration of the solvent removal unit, Eq. (19), is the limiting
factor. The regions of corresponding steady state feed compositions
on the hodograph plane can be constructed by using the design
method reviewed in Section 2.4. The discussion is not limited to
any special concentration limit type but is valid for arbitrary con-
straints. It is worth noting that the operating regions in the case
of no solvent removal constraints derived in [1] are obtained as a
limiting value by setting g1 < cc.

In SSR-SR configuration III, the composition of the outlet stream
of the solvent removal unit is equal to the column feed. This means
that the operating limits caused by the constraints for the maxi-
mum concentration of the column feed are obtained for all SSR-SR
options from the approach derived in Section 3.4 by replacing the
limit g; with limit g,. In addition, the operating regions for the
cases when both the maximum concentration of solution in the
solvent removal unit and in the column feed limits the operation
can be solved by combining different limits. This issue is discussed
in Section 3.5.

3.2. SSR-SR configuration I and batch chromatography with
solvent removal

An example of the operating region of SSR-SR configuration I for
the case when the maximum concentration achievable in the sol-
vent removal unit, Eq. (19), limits the operation is shown in Fig. 4a.

The region is a half-open domain limited by the following three
lines (1) lower limit for V¥ that corresponds to the operation of
conventional SSR chromatography (limit A), (2) lower limit for VF
that corresponds to the operation of classical batch chromatogra-
phy with solvent removal (limit B), and (3) upper limit for V¥ that
depends on the solvent removal constraint (limit C). As to the max-
imum V¥, there is no upper limit because the volume of the recycle
fraction can be increased indefinitely. However, when VF is rela-
tively high, the beginning of the recycle fraction, ta,, is located on
the feed plateau. Part of the feed plateau is recycled and the oper-
ation is suboptimal. The maximum VF with which the feed plateau
is not recycled is denoted in Fig. 4 by violet dashed line (limit G).
As to the hodograph plane, Fig. 4b, the limit corresponds on the
minimum steady state feed composition of SSR-SR process [1]. An
explicit equation to calculate the limiting V¥ for a given V¥ is given
in Appendix B, Eq. (B.2).

Calculation of the lower limit for V¥ (limit A in Fig. 4) is based on
the fact that in SSR-SR process, the volume of fresh feed increases
when the volume of removed solvent increases. The minimum VfF
is thus obtained when VSR =0. As already mentioned, this corre-
sponds to the operation of conventional SSR process. Under ideal
conditions, the volume of fresh feed that can be processed in SSR
chromatography is independent of V¥ and equal to that of classical
batch process [16]. The operating region of SSR process is thus a
straight vertical line starting from the operating point of classical
batch chromatography (black circle in Fig. 4). The corresponding
VFF can be calculated with the design method reviewed in Section
2.4 by setting K=0 and using Eq. (12).

In SSR-SR process, VF increases linearly when the volume of
the recycle fraction increases [1]. The lower limit of V¥ (limit B)
is obtained when VR=0 which corresponds to the operation of
batch chromatography with solvent removal from fresh feed. On
the hodograph plane, the steady state feed composition is located
on the line that passes through the origin and FF (black solid line
in Fig. 4b). To construct the limit on the (VF, VF) plane, the solvent
removal capacity K is varied from 0 to the upper limit Kj;tc (see
below the calculation of Kjji¢ c). The corresponding VF and V3R val-
ues are solved by using the design method described in Section 2.4,
Eqs. (12) and (13). The desired VF is then obtained from the volume
balance by setting V* =0 which yields VF = VFF — VSR,

The upper limit for VF is obtained when maximum amount
of solvent is removed. As to the hodograph plane, this means
that point FF is located on the concentration constraint (Fig. 4b).
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To calculate the maximum V¥, the intersection of the operation
line of the solvent removal unit, ¢; = (cfF /cfF)c,, and the solvent
removal constraint, Eq. (19), is first solved. The point will hence-
FF' FF'

forth be denoted as (¢}’ . ¢ C],limitC)' When the solvent removal
constraint is linear, a simple analytic expression for the intersection
is obtained. In the general case, the point must be solved numeri-
cally.

Once the point (cf{imitc, cfi’imitc) is known, the corresponding
solvent removal capacity is obtained from the mass balance around
the solvent removal unit

FF' FF
[ E A
limit C
Kiimit ¢ = == p——— e2))

i,limit C

Finally, the volume of fresh feed is calculated by using Eq. (12).
Itis interesting to note that when the solvent removal constraint
tends towards infinity, the limiting solvent removal capacity Kjimit c
tends towards 1. In other words, in the case of no solvent removal
limitations, the upper limit for V7 is achieved when VF = V5R (grey
vertical line in Fig. 4a). As to the hodograph plane, this means that

the steady state feed composition cannot be located on such a char-
acteristic I+ that has a slope lower than cfF /c£F.

3.3. SSR-SR configuration II

Examples of the regions of feasible operating parameters for
SSR-SR configuration II are shown in Fig. 5. The shape of the oper-
ating region depends on the location of the limit for maximum
concentration achievable in the solvent removal unit, Eq. (19), with
respect to the limits for the minimum and maximum recycle frac-
tion composition in the case of SSR-SR process II without solvent
removal constraints. The upper limit for R is equal to the minimum
steady state feed composition (limit G in Fig. 5b and d). The lower
limit for R (black dotted line in Fig. 5b and d) is in turn obtained
from Eq. (17) by using VF and VF values that corresponds on the
lower limit for VF in the case of no solvent removal constraints, i.e.
VF = VIT (grey line in Fig. 5a and b). The minimum, RSR | and maxi-
mum, R$3R | recycle fraction compositions in the conventional SSR
process are denoted in Fig. 5b and d by black triangle and black
square, respectively.
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Fig. 5a and b represents the case where the maximum concen-
tration reachable in the solvent removal unit is higher than R$3K .
On the (VfF, VF) plane, the operating region is a half-open region
limited by the operating line of conventional SSR chromatography
(limit A) and the upper limit of V¥ (limit D). As in the case of SSR-SR
configuration I, the upper limit for VT is obtained when as much
solvent as possible is removed. On the hodograph plane, the com-
position of the concentrated recycle fraction R’ is thus located on
the solvent removal constraint (orange dashed line in Fig. 5b). The
point R’ is related to the average recycle fraction composition R by

R R _ R
LA (22)

VR cf

The upper limit for VfF can be constructed on the (VfF, VF) plane
by varying the composition R’ on the solvent removal constraint
curve and by solving the corresponding VF and VF from the system
of Egs. (12),(13),(16), (17) and (22). However, the system remains
implicit and it must be solved numerically. In this work, the limit
is calculated by using the following numerical approach. At first,
the volume of feed pulse into the column is varied upward from
the value of VF that corresponds on the operation of classical batch
chromatography. For each V¥, the corresponding solvent removal
capacity is then calculated by using a numerical root-finding algo-
rithm to find the values of K with which g1 (¥ (K), c§ (K)) = 0 where
CIR’(K) is solved from Eq. (22). Finally, the corresponding fresh feed
volumes are calculated from Eq. (12).

As seen in Eq. (22), the ratio VSR/VR tends towards unity when
the solvent removal constraint tends towards infinity. In the case
of no solvent removal limitations, the upper limit of VfF is thus
obtained when V3R = VR, i.e. VF = VIF (grey line with slope 1 in Fig. 5a
and c). However, when V¥ is sufficiently high, the recycle fraction
composition approaches infinity independent of V¥ (grey vertical
line in Fig. 5a and c). At the same time, the cut time t4, approaches
the retention time of a non-retained component g [1]. An explicit
equation to calculate the corresponding V¥ is given in Appendix C.

In Fig. 5c and d, the solvent removal constraint is located
between RSR and RSSR. With relatively low VF, the point R in
SSR-SR process is located below the solvent removal constraint
and operation of SSR-SR configuration II is feasible. When the vol-
ume of feed pulse increases, the volume-average composition of
the recycle fraction increases and becomes higher than the sol-
vent removal limit. The SSR-SR II can no longer be operated. The
upper limit for V¥ can be constructed by using the same numer-
ical approach as in the previous case. However, when V¥ is high,
21(cR(K = 0), &(K = 0)) > 0, and the function g; has no root. This
corresponds to the condition where the operation of SSR-SR pro-
cess Il is not possible.

In the last case, the solvent removal constraint lies below the
minimum recycle fraction composition. The operation of SSR-SR
configuration II is not feasible independent of the volume of feed
pulse.

3.4. SSR-SR configuration III

Fig. 6 shows examples of the regions of feasible operating
parameters for SSR-SR configuration IIl. The shape of the operating
region depends on the location of the limit for maximum concen-
tration achievable in the solvent removal unit, Eq. (19), with respect
to the region of feasible steady state feed compositions for SSR-SR
process Il without solvent removal constraints (grey lines in Fig. 6).

Fig. 6a and b represents the case where the fresh feed compo-
sition is lower than the concentration constraint for the solvent
removal unit. On the hodograph plane (Fig. 6b), the solvent removal
constraint intersects the upper (limit B) and the lower (limit
G) limits for F but not the operating line of conventional SSR

chromatography (limit A). As to the (VfF, VF) plane (Fig. 6a), the
upper limit for V¥ (limit E) is larger than the volume of fresh feed
than can be processed in the conventional SSR process independent
of VF.

The limit for maximum V¥ is again obtained when as much sol-
vent as possible is removed. On the hodograph plane (Fig. 6b), this
corresponds on the condition where the steady state feed compo-
sition is located on the solvent removal constraint. To construct
the upper limit for V¥ into the (VF, VF) plane (Fig. 6a), the point
(cg_“mitE, C]F’“mitE) is varied along the solvent removal constraint
within the limits for feasible steady state feed composition in the
case of no solvent removal constraints. The corresponding & is cal-
culated from Eq. (A.3), f from Eq. (A.1), »f from Eq. (A.2), K from
Eq. (10), VFF from Eq. (12), and t4, from Eq. (14). Finally, the vol-
ume of feed pulse into the column is solved from Eq. (15) by setting

F _ F i i
¢ = G limitE which yields

vF = |:;L—2(wf+\/(wf)2—uwf+Q(tA2_t°))}awf (23)

where o and p are auxiliary parameters given by

(1-g)wh
0= chol (24)
FFH 1\ (Hp — Bl )2
=208+ (1L )2 17 25
" ! cff Hy gF ) (Hy — Hy)Y, (22

When VF is relatively high, the cut time ty, is located on the feed
plateau (limit G) and the steady state feed composition is indepen-
dent of the VF as already mentioned in Section 2.4. On the (VF, VF)
plane, the upper limit for V¥ is thus a straight vertical line above the
limit G. The corresponding steady state feed composition is located
at the intersection of the solvent removal constraint and the limit
G (Fig. 6b).

When the solvent removal constraint tends towards infinity, the
maximum V7 tends towards a certain finite value [1]. The upper
limit of VfF is a straight vertical line and equal to the upper limit of
VFF for SSR-SR configuration II (grey vertical line in Fig. 6a and c).
As already mentioned, an explicit equation to calculate the limit is
given in Appendix C.

In the second case, the solvent removal constraint intersects the
operating line of conventional SSR process (limit A). An example
is shown in Fig. 6¢c and d. When V¥ is relatively small, the steady
state feed composition is higher than the maximum concentration
achievable in the solvent removal unit and the SSR-SR configura-
tion IIl cannot be operated. For high V¥, the feed composition is
located below the solvent removal limit and the operation is feasi-
ble. The upper limit for V¥ can be constructed on the (VF, VF) plane
by using the same approach as in the previous case.

In the third case, the solvent removal constraint does not inter-
sect the region of F in the case of SSR-SR process IIl without solvent
removal constraints. The lower limit for steady state feed composi-
tion (limit G) in the case of no solvent removal constraints is higher
than the maximum concentration reachable in the solvent removal
unit. The operation of SSR-SR configuration III is not feasible.

3.5. Combination of operating limits

In Sections 3.2-3.4, the operating regions of SSR-SR config-
urations were derived for the case when only the maximum
concentration reachable in the solvent removal unit limits the
operation. Next, the following two issues will be discussed (1) the
operation is limited by the constraint for maximum concentration
of the solution fed into the column and (2) the operation is limited
by both the constraint for maximum concentration reachable in
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the solvent removal unit and the constraint for maximum concen-
tration of the solution fed into the column. Examples of these two
cases are shown in Fig. 7.

Fig. 7a and b displays the case where the limit for maximum
concentration of the column feed is cf +cf <45 g/L. In SSR-SR
configuration III, the composition of the outlet stream of the solvent
removal unit is equal to the column feed. The operating region for
SSR-SR process Il is thus obtained by using the approach described
in Section 3.4 by replacing the limit for solvent removal unit, Eq.
(19), by limit for column feed, Eq. (20). On the (VIF, VF) plane, the
operating domain is a half-open region limited by lines A, B and E
(Fig. 7a).

The operating regions of SSR-SR configurations I and Il are inter-
sections of the corresponding operating regions without solvent
removal constraints (grey lines in Fig. 7a and b) and the operating
region of SSR-SR configuration IIl. When V¥ is relatively small, the
operation of SSR-SR process I is limited by the maximum concen-
tration of the column feed (limit E in Fig. 7a and b). For sufficiently
large VF, on the other hand, the steady state feed concentration
reachable in the SSR-SR process I is smaller than the limit for col-
umn feed because large recycle fraction dilutes the feed solution.

The upper limit for VI is equal to the corresponding limit without
concentration constraints (limit C in Fig. 7a and b).

In the case of the SSR-SR configuration II, relatively small V¥
values lead to steady state feed concentrations that are lower than
the constraint for maximum column feed. The upper limit for V¥ is
equal to the corresponding limit without concentration constraints
(limit D in Fig. 7a and b). When the volume of feed pulse increases,
the steady state feed concentrations on the limit D increase. For
sufficiently large VF, the operation is thus limited by the constraint
for column feed (limit E in Fig. 7a and b).

Fig. 7c and d‘show the case when both the constraint for solvent
removal unit (c’l + c’2 <45 g/L)and the constraint for the column
feed (c‘lc + cg <30 g/L) limit the operation. The operation region
for SSR-SR III is now obtained by using the approach described in
Section 3.4 and the stricter of the two constraints g; and g,. The
operation domains of SSR-SR configurations I and II are in turn
intersections the corresponding operating regions when only the
solvent removal constraint limits operation (grey lines in Fig. 7c and
d) and the region when the operation is limited by the constraint
for column feed. The behaviour is very similar as in the previous
case. When V¥ is relatively small the operation of SSR-SR process I
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is limited by the maximum feed concentration in the column (limit
E in Fig. 7c and d), while for large V¥ the constraint for solvent
removal limits the operation (limit C in Fig. 7c and d). For SSR-SR
configuration Il opposite behaviour is again observed.

4. Performance evaluation: case studies

The calculation method presented above is applied to study
the performances of the three SSR-SR configurations under ideal
conditions. The following two case studies are investigated: (1) sep-
aration of mandelic acid enantiomers and (2) separation of EMD
53986 enantiomers.

4.1. Performance parameters

The process performance is evaluated in terms of productivity,
PR, and specific eluent consumption, EC. The productivity is defined
as the total amount of components in the desired product fractions
divided by the cycle time, Atcycie, and the column volume, Vo

mi+mb  (YiclF + YadF)vHF

PR = =
Atcycle vcol Atcyclevcol

(26)

It is assumed that the process is operated with “stacked injec-
tions” such that the elution profiles of consecutive cycles do not
overlap but there is no gap between them either. The cycle time is
thus given by
Atcycle = tg2 — tar (27)

The specific eluent consumption is given by the ratio between
the amount of eluent used in a chromatographic cycle, Vejyent, and
the amount of products

EC = Veluent — QAtcycle -VF — Q(TBZ - tAl) (28)
mf +mB  (YicfF + Yol F)WEE (Y cEF 4 Yo ofF )VFE

In practice, the removed solvent can be used as eluent to reduce
the need of fresh eluent as shown in Fig. 1. In addition, also the
solvent removal capacity affects the separation costs and could
be considered as a third performance parameter. In the following
discussion, however, it is assumed that an equal solvent removal
capacity is applied in all process configurations. If it is not possible
to remove solvent from the recycle or feed fractions, the solvent is
removed from the product fractions. The definition of EC used here
is thus justified, and it allows showing that solvent removal may
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Fig. 8. Regions of feasible operating parameters for separation of mandelic acid enantiomers with (a) productivity contour lines and (b) eluent consumption contour lines.

Fresh feed concentrations: cff = cff = 1.0 g/L. Purity constraints: p} = p5 = 0.95.

decrease the eluent consumption even when removed solvent is
not reused as eluent.

4.2. Separation of mandelic acid enantiomers

The adsorption equilibrium of mandelic acid enantiomers
in water-acetic acid-acetonitrile (86.4:9.1:4.5, v/v), 0.05mol/L
ammonium acetate (pH=3.0) mobile phase on nucleodex 3-OH
stationary phase follows competitive Langmuir isotherm model
[19]. The isotherm parameters at 20 °C for the less absorbed S(+)-
enantiomer are K; =0.1111L/g and N; =72.5g/L and for the more
absorbed R(—)-enantiomer K, =0.1222L/g and N,=70.6g/L. The
separation factor is thus relatively small, & =1.07. The overall void
fraction of the bed is 0.756.

The solubility of the mandelic acid enantiomers in the consid-
ered mobile phase is relatively high (more than 50g/L) [19]. The
maximum total concentration of the column feed is limited by the
fact that pH must be stabilized to avoid significant change of the
adsorption equilibrium and decrease of selectivity [20]. For the
given specific buffer concentration pH starts to change when the
total mandelic acid concentrations exceeds 10g/L [19].

The regions of feasible operating parameters on the (VFF, VF)
plane are shown in Fig. 8. The fresh feed concentrations are cff =
cff =1.0 g/L and the purity constraints pf = p§ = 0.95. Produc-
tivity and specific eluent consumption are displayed as contour
lines that show the points with equal value of the performance
parameters.

As observed in Fig. 8, the SSR-SR configuration III, i.e. solvent
removal from the column feed, has the widest range of feasible
operating parameters (boundaries: A-B-E). For SSR-SR configura-
tion I (solvent removal from the fresh feed; boundaries: A-B-C), the
maximum achievable V¥ is 59% smaller than for SSR-SR III. This is
because for relatively high V¥ values the required VR is higher than
VIF and enough solvent cannot be removed from the fresh feed. In
the case of SSR-SR configuration II (solvent removal from the recy-
cle fraction; boundaries: A-D-E), the volume of recycle fraction is
smaller than the required VSR when the volume of feed pulse is rel-
atively low. For sufficiently large VF, the recycle fraction becomes
large enough and the operation is possible.

For a given volume of fresh feed and thus for a given solvent
removal capacity, the productivity decreases when the volume of
feed pulse increases. This stem from prolonged cycle time due to
increased volume of recycle fraction. For relatively low VF values

(below limit G in Fig. 8), the increase in VX decreases the steady state
feed concentrations and slows down the propagation velocity of the
first shock. As a result, the cut time t4; value can be adjusted later
and the eluent consumption decreases until it levels off when the
feed plateau is recycled. The results are congruent with the findings
of Sainio and Kaspereit [16] for conventional SSR chromatography
and the findings of Siitonen et al. [1] for SSR-SR process without
solvent removal constraints.

When the volume of feed pulse is constant, the upper limit for
the volume of fresh feed is reached with maximum solvent removal
capacity. The productivity, however, goes through maximum and
the eluent consumption goes through minimum when the volume
of fresh feed and the solvent removal capacity increase. This can
be explained by the fact that the solvent removal increases steady
state feed concentrations and speeds up the propagation velocity
of the first shock. This leads to prolonged cycle time which coun-
terbalances the increase of the volume of fresh feed.

Fig. 9a shows the productivity and the eluent consumption on
the operating limits, i.e. when maximum amount of solvent is
removed. In the cases of conventional SSR process (red line in Fig. 9)
and SSR-SR configurationI(green line in Fig. 9), PRand EC decreases
monotonically with increasing Vf because the cycle time increases
but the volume of fresh feed remains constant. For SSR-SR config-
urations II and III (orange and blue lines in Fig. 9), V¥ depends on
V. When V¥ is relatively low, productivity slightly increases with
increasing VF due to increase in V¥, For high V¥ values, the cycle
time increases significantly and productivity starts to decrease. It
is also observed that for all SSR-SR configurations, maximum PR
is obtained when the process is operated at the solvent removal
constraint. To obtain minimum EC, in contrast, maximum solvent
removal capacity should not be applied.

In Fig. 9b the overall process performance consisting of PRand EC
is displayed by using Pareto frontiers. The Pareto curves show the
maximum productivity achievable with certain eluent consump-
tion. In the case of all three SSR-SR configurations, a trade-off
between PR and EC is clearly required. For example, when the
SSR-SR process Il is optimized with respect to maximum pro-
ductivity, eluent consumption is 17.6% higher than achievable
minimum eluent consumption.

As can be expected, SSR-SR configuration Ill is the most efficient
one due to largest operating region. It leads to 4.4% higher produc-
tivity with 5.7% lower eluent consumption than batch process with
a similar solvent removal unit when the processes are optimized
with respect to productivity. Due to ideal conditions, however, here
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the benefit is much smaller compared to those reported under
strongly non-ideal conditions by Hellstén et al. [11] for separation
of glucose and galactose and Kaspereit and Sainio [3] for separa-
tion of two cycloketones. In simple terms, the performance of batch
operation (with or without solvent removal) is much more strongly
affected by dispersion than SSR chromatography. In fact, if SSR and
batch were operated with the same fresh feed amount under non-
ideal conditions, SSR would produce a higher purity for two reasons.
Firstly, in SSR the overlapping parts of the chromatogram that were
affected by dispersion are not collected into the product fractions
but recycled, whereas in batch operation the purity constraints
can be met only by decreasing the fresh feed injection volume.
Secondly, SSR schemes are less sensitive to dispersive effects due
to higher column overloading. As a result, the advantages of SSR
operation are emphasized when the column efficiency is low.

As to the SSR-SR configuration I, it slightly outperforms
batch-SR process in terms of maximum productivity. This is
because the concentrations of the column feed instead of the oper-
ation of the solvent removal unit limit the amount of solvent
removal. In the case of SSR-SR I, fresh feed can be concentrated
over the pH stability limit and diluted with recycle fraction. The
maximum productivity of SSR-SR configuration II is smaller than
that of other SSR-SR processes because operation with relatively
small recycle fraction volumes, and thus small feed pulse volumes,
is not possible.

4.3. Separation of EMD 53986 enantiomers

The adsorption equilibrium of EMD 53986 enantiomers in 100%
ethanol on amylose-tris(3,5-dimethylphenylcarbamate) stationary
phase is characterized by modified competitive Langmuir model
[21]. One of the enantiomers can be used as a precursor for a phar-
maceutical calcium sensitizing agent whereas the other has no such
activity. In this work, the modified Langmuir isotherms are approx-
imated with competitive Langmuir model. The resulting isotherm
parameters at 25°C are K; =0.067 L/g, Ny =112.3 g/L, K, =0.251L/g,
and N, =72.8 g/L. The separation factor, « = 2.34, is now much larger
compared to the separation of mandelic acid enantiomers. The total
void fraction of the bed is 0.72.

The maximum concentration reachable in the solvent removal
unit and the maximum concentration of column feed are limited
by the solubility of EMD 53986 enantiomers in ethanol. The

solubility curve shown in Fig. 11 is interpolated from the solubility
data reported by Stréhlein et al. [22]. The curve is symmetric with
respect to line ¢ =c, and its shape is characteristic for enantiomer
systems that form a racemic compound. The solubility of the pure
enantiomer is about 3.5 g/L and the solubility of 1:1 mixture about
8 g/L. The eutectic compositions are ¢; =10.45g/L, c; =0.55g/L and
¢1=0.55g/L, c;=10.45g/L.

The operating regions for the case cff = cff = 1.0 g/Landp} =
pg = 0.99 are shown in Figs. 10 and 11. As expected, the SSR-SR
configuration IIl has again the widest operating region. Due to high
separation factor, however, the range of the volume of fresh feed
and the volume of feed pulse are now about one order of magnitude
larger than in the separation of mandelic acid enantiomers. As to
the image of the operating regions on the hodograph plane, high
separation factor leads to very narrow operating regions. This is
because the pure second component plateau is now relatively high
and the recycle fraction composition is very close to the feed com-
position even when the volume of feed pulse is small. The limit for
recycling feed plateau, and thus the lower limit of the steady state

solubility limit

¢,/ (g/Ly

&)/ @)

Fig. 10. Regions of feasible steady state feed compositions on the hodograph plane
for separation of EMD 53986 enantiomers. Fresh feed concentrations: cff = cff =
1.0 g/L. Purity constraints: p’} = p‘Z’ =0.99.
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Fig. 11. Regions of feasible operating parameters for separation of EMD 53986 enantiomers with (a) productivity contour lines and (b) eluent consumption contour lines.

Same fresh feed concentrations and purity constraints as in Fig. 10.
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Fig. 12. Performance of different process configurations for separation of EMD 53986 enantiomers. (a) Process performance on the operating limits. (b) Pareto frontiers of
different configurations. Same fresh feed concentrations and purity constraints as in Fig. 10.

feed composition (limit G in Figs. 11 and 12), is achieved when V¥ is
only slightly increased from the value of VF for batch process with
solvent removal (black solid line in Figs. 10 and 11).

When the volume of fresh feed is constant, productivity and elu-
ent consumption decrease with increasing volume of feed pulse.
The behaviour is similar to that of separation of mandelic acid
enantiomers. In contrast, when the volume of feed pulse is con-
stant, productivity increases and eluent consumption decreases
monotonically with increasing volume of fresh feed. Maximum pro-
ductivities, minimum eluent consumptions and the whole Pareto
fronts of different SSR-SR configurations are obtained on the sol-
vent removal limit as seen in Fig. 12. This is explained by the fact
that the relatively large volume of feed pulse that is caused by
high separation factor leads to long cycle time. For this reason, the
effect of decreased retention time of the first shock due to increased
feed concentrations on the cycle time, and thus on the productivity
and the eluent consumption, is smaller than in the separation of
mandelic acid.

It is observed in Fig. 12b that the most efficient process config-
urations are SSR-SR III, SSR-SR I, and batch-SR. In all these cases,
optimal steady state feed composition with respect to productivity

lies on the solubility limit and relatively small feed pulse is ben-
eficial. For classical batch chromatography and conventional SSR
process, maximum productivity is about 60% lower and minimum
eluent consumption about 80% higher than for SSR-SR operation.
This is due to low fresh feed concentrations in the conventional pro-
cesses. In the case of SSR-SR configuration II, the volume of recycle
fraction must be increased significantly to increase the volume of
fresh feed per cycle. This leads to relatively low eluent consumption
but also to low productivity due to prolonged cycle time.

5. Conclusions

The effect of solvent removal constraints on the operation and
performance of mixed-recycle steady state recycling chromatog-
raphy with an integrated solvent removal unit was investigated
within the frame of the equilibrium theory. A design method
was developed for calculation of regions of feasible operating
parameters under arbitrary solvent removal limitations and purity
requirements for different SSR-SR configurations. The follow-
ing two types of concentration constraints were considered: (1)
maximum concentration achievable in the solvent removal unit
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(e.g. solubility, osmotic pressure, or vapor pressure limit) and (2)
maximum concentration of the solution fed into the chromato-
graphic column (e.g. solubility or viscosity limit). The approach
is applicable for binary systems that follow competitive Langmuir
adsorption isotherm model. For SSR-SR configurations where sol-
vent is removed from the fresh feed or from the column feed the
design equations are explicit. In the case of solvent removal from
the recycle fraction, one numerical root-finding step is needed.

The design method presented here is based on the ideal model
of chromatography with assumption of infinite column efficiency.
For this reason, it is most applicable when the column efficiency
is high. However, we believe that the proposed approach can be
used in many practical applications to predict the preliminary oper-
ating parameters which can be later fine-tuned by using detailed
simulations.

The design equations were applied to study the performance
of the three SSR-SR configurations in two case studies. Separa-
tion of mandelic acid enantiomers and separation of EMD 53986
enantiomers were used as model systems. It was observed that
maximum productivity is always obtained when the fresh feed,
recycle, or column feed fraction is concentrated on the solvent
removal limit. The behaviour of the eluent consumption, in con-
trast, depends on the isotherm parameters and the solvent removal
constraint. In addition, it was demonstrated that SSR-SR process
yields higher productivity and/or lower eluent consumption than
conventional SSR process or batch chromatography that employs
a similar solvent removal unit. The benefit under ideal conditions
studied here was smaller than that reported by Hellstén et al. [11]
for separation of glucose and galactose under strongly non-ideal
conditions.
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Appendix A. Derivation of explicit design equations

In this appendix, explicit equations for the cut time 7p;, the
volume of fresh feed, the steady state feed composition and
the volume-average steady state recycle fraction composition are
derived. The derivation is based on the following variable transform
from concentrations (cy, ¢2) to characteristic parameters (w1, w;)
introduced by Mazzotti [14]:

_+h)H

@1 = % (A1)
(E+ + h) Hy

wy = 7§+ Tha (A.Z)

where h=(H1K;)/(H2K;). The slopes of the I+ and I"_ characteris-
tics denoted by & and £_, respectively, are given by

N+ T]z + 4K Ky;H Hycq ¢
£ = (A3)

- 2K1Hyc

. —1N—/ 7722';<4I§1I<2H1 Hacicz (A4)
1262

with n=H;(1+K,c2) —Hy(1+Kqcq). It has been shown that there

exists a one-to-one mapping between the concentrations (cq, ¢3)

and the two characteristic parameters (w1, w; ). The concentrations

are given by

_ —Ha(wy — Hi )@, — Hi)
w1wz(Ha — Hp)Kq

a1 (A.5)

o= Hi(w1 — Ha)(wz — Ha)
w1wy(Hy — Hp)Kp

It is worth noting that the notations /"1 and I", used in Mazzotti
[14] correspond to the notations /"+ and I"_ used here and in Rhee
etal.[13].In addition, the characteristic parameters defined by Eqs.
(A.1) and (A.2) fulfil the conditions w; = Hya and w, =H,b, where a
and b are the parameters used in Rhee et al. [13].

As mentioned in Section 2.4, Tz, and V¥ depend on the slope of
the Ff characteristic only while the steady state feed and recycle
fraction concentrations depend on £f and the volume of feed pulse.
Depending on pg and VF, there exist three possibilities for the loca-
tions of the cut points A2 and B1. When pg is relatively high, the cut
point B1 is located on the mixed wave. The cut point A2 lies on the
mixed wave or on the feed plateau depending on the size of VF. For
sufficiently low p5 values both ts and tz; are located on the feed
plateau independent of VF.

When ts, and tp; lie on the feed plateau, the volume-average
composition of the recycle fraction is equal to the steady state feed
composition. On the hodograph plane, the steady state feed com-
position must lie on the intersection of the characteristic I'f and
the line that passes through the origin and the fresh feed compo-
sition FF. The steady state feed and recycle fraction concentrations
are thus given by

R &F(Hy — Hy)

(A6)

== (A7)

P [ERCCE /) - 1] (HaKa EF + HiKy)

F_R_ S F

Q=6a=_Fa (A8)
1

To solve the limiting purity p’;_limit, whether the cut point B1 is
located on the mixed wave or on the feed plateau, the amounts of
components 1 and 2 thatelutes in the tail of the chromatogram after
the end of the feed plateau, t;, are considered. Explicit equations
derived by Siitonen et al. [23] are given by

(1 — &)(@§ — Hy)(Hy — o)’

tail __
= T K, Ay (A9

2
it _ (1= €)(Ha — of X Ha — o)

e A DI (A10)

In the above equations, a)f and wg are w-values at the feed state.
These are calculated from the steady state feed concentrations in
the case when B1 lies on the feed plateau by using Eqgs. (A.1) and
(A.2). Substitution of the Egs. (A.9) and (A.10) into the definition of
pg, Eq.(7), yields to the following expression for the limiting purity

TN A
B b 1-@
D3 limit = (1 + )

1-pfF Hy — of
It is worth noting that when &F < cff /cfF, the characteristic I'f
and the line that passes through the origin and the fresh feed com-
position do not intersect. In that case, the cut point B1 lies always
on the mixed wave independent of the purity constraint pg.
When the cut point B1 is located on the feed plateau, i.e. pg <

(A11)

P8 imic and &5 > cfF /cfF, the amounts of components 1 and 2 in
fraction B are given by

mB(tp1) = (v — Tp1)cf Q + mEl! (A12)
m5(zg1) = (11 — T51)cfQ + m&H (A13)

where 7; is the end of the feed plateau relative to the end of the
feed pulse

= {14—

(A14)

2
o) o .
HiH, 0
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To solve the cut time tp1, m'lg and mIZ’ are eliminated from the
system of Egs. (A.12), (A.13) and (7)
TB1 =T — m?il _ [Pg/(l *pg)} m?“ 1

W - -¢ Q

The volume of fresh feed is calculated by substituting the expres-

sion of m5, Eq. (A.13), into Eq. (12)

(A.15)

_ (11 — t81)cbQ + mi!

VFF
CEF Ys

(A.16)
When the cut point B1 is located on the mixed wave, p§ > p5 .
or&f < cff /cfF, equations for mB(zg;) and m5(7p,) given by [23] are

(1— &)@k — Hy)(Hy — wb1)

V,
KiHi(Hz — H1) col

mB(zp) = (A17)

(1 - &)(Hy — f X(Hy — B1)
KyHy(Hp — Hyp)

mb(tp) = Veol (A.18)

where a)?l is wq-value at the cut point B1. Explicit expression for
@Bl is solved by eliminating m& and m§ from system of Eqs. (A.17),
(A.18) and (7) which yields

Hy — HyA
B1 _ M 2
oft = TL22 (A19)

where A is an auxiliary parameter given by

A 1 —p8 KiHi(Hy — of)
PS5 KxHy(wf — Hy)

The cut time B1 relative to the end of the feed pulse is calculated
from the propagation velocity of the mixed wave

B o
W=P+M1)2“

(A.20)

0 TG (A21)

The volume of fresh feed is solved by substituting Eq. (A.18) into
Eq.(12)

(1 - £)(Hy — b X(Hy — B1)
= col

KaH(Hy — Hi)cETYs

%4 (A22)

To derive equations for the steady state feed concentrations,
location of the cut point A2 must be considered. When the volume
of feed pulse is relatively low, t,, lies on the mixed wave while for
high VF values it is located on the feed plateau. The limit for these
two cases is derived in Appendix B, Eq. (B.2).

When ty; is located on the mixed wave, VF < Vf . -, w;-value
at the cut point A2 is solved from the propagation velocity of the
I'F characteristic which yields

2 H{H, _ 7V7F
i ﬁmwi (t’“ ! Q)

The amount of component i in the recycle fraction, i.e. integral
term in Eq. (17), is obtained from the difference between m; that
elutes from column after t4, and m; that elutes from column after
tg1. These values are solved from Egs. (A.17) and (A.18) by substitut-
ing corresponding w;-values, /2 and ®B!, into them. The resulting
expressions for the volume-average recycle fraction concentrations
are given by

1-¢)(wk—Hy )V,
et i (- o - - ol

= VE — VFF £ VSR (A.24)

(A.23)

iel
—-=

et [ty - o) — (Hy - o]

KoHy(Ho—Hp)
R _ 202012 1
&= e (A25)
and for the steady state feed concentrations by
(1-e)(@) ~H1)Veol 212 B1V2| o FFyFF
; K1H1(§-12—H1)m {(Hl — )~ (Hy - of')| +cfFV
o= 7 (A26)
(1-&)(Hy—wh)V, 2 2
B R R R A
o= (A.27)

VF
When ty; is located on the feed plateau, ie. VF > V[ . . the
steady state feed composition is independent of Vf [1]. The steady
state feed concentrations are calculated from Egs. (A.26) and (A.27)

by setting VE = V[ . .

Appendix B. Explicit equation for the limit G

In this appendix, an equation to calculate the limiting volume of
feed pulse whether the cut point A2 is located on the mixed wave or
on the feed plateau (limit G) is derived. As mentioned in Appendix
A, ts, may locate on the mixed wave only in the case when the
cut point B1 lies on the mixed wave. For this reason, the following
discussion is limited to case where p§ > p5 . . or & < cfF /cIF.

When ty, is located on the mixed wave, the concentration of
component 2 at time t4, can be solved by substituting the equation
of a)'i‘z, Eq. (A.23), into the relationship between c, and w-values,
Eq. (A.6). Some rearrangement gives

_ Hi(H; - ) [ ¢toact
CZ(tAZ)_szg(Hz—Hﬂ ( tAz—to—V"/Q7] (B.1)

In the limiting case, ta, is equal to the end of the feed plateau,
t;, and c(tay) = cg. The volume of feed pulse is solved from pair of
Eqgs. (A.27) and (B.1) which yields

ou? — \/O’/LZ [o12 - 4Q(taz — to)]

VF =2Q(ta2 — to) - 5

(B.2)

In the above equation, o and p are auxiliary parameters that can
be calculated by using Eqs. (24) and (25), respectively.

Appendix C. Explicit equation for maximum VF of SSR-SR
configurations II and III in the case of no solvent removal
constraint

In this appendix, an equation to calculate the upper limit for the
volume of fresh feed for SSR-SR configurations Il and III (limit E) in
the case of no solvent removal constraints is derived. As mentioned,
in Section 3.3, the limit is obtained when the cut time t4, tends
towards ty. Setting 4, =ty into Eq. (14) yields

VFF
1~ to+ (1K)~ =0 (C.1)

In the above equation, variables 7g1, K, and VT depend on the
slope of the I'f characteristic only. By substituting the equations of
751, Eq. (A.21), K, Eq. (10), and VfF, Eq. (A.22), into Eq. (C.1) and by
solving & from the resulting equation, the following expression is
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obtained

2

V=PI + = 1) (e /e e+ Yo 1) = (1 - p§)/phhas]

a+Yy -1

Once &f is solved, the solvent removal capacity that corresponds
on the limit E without solvent removal constraints is calculated
from Eq. (10) and the volume of fresh feed from Eq. (A.22).
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A unified method is developed for the designing preparative chromatographic processes of various types.
The method allows, for example, generalizing the established triangle theory of counter-current
simulated moving bed technique for other single and multi-column chromatographic schemes including
(1) classical batch chromatography, (2) mixed-recycle steady state recycling chromatography, (3) cross-
current chromatography, and (4) mixed-recycle cross-current recycling chromatography. The approach
allows direct prediction of the range of feasible dimensionless operating parameters that lead to
complete separation of a binary feed mixture. By using the equilibrium theory of chromatography,
explicit design equations are derived for systems that follow linear or competitive Langmuir isotherm
model. It is shown that under ideal conditions the boundaries of the dimensionless operating
parameters are identical for all studied process concepts, except for the upper limit of a parameter
that is related to the regeneration of the fluid phase in the case of Langmuir isotherm. The practical
relevance of the unified design method is demonstrated with numerical simulations. It is shown that
even under non-ideal conditions the counter-current SMB can be designed with good accuracy based on

a single pulse injection to a batch column, especially for relatively low purity requirements.

© 2014 Elsevier Ltd. All rights reserved.

1. Introduction

Preparative liquid chromatography is a highly selective separa-
tion technique that is successfully applied for isolation and
purification of a wide variety of substances in the pharmaceutical,
fine chemical and food industries. To meet the diverse industrial
demands several process schemes have been developed and
applied. They can be roughly categorized to single column fixed
bed techniques, such as classical batch chromatography and
different recycling schemes, to continuous counter-current
multi-column techniques, such as simulated moving bed chroma-
tography (SMB) and its various modifications, and to continuous
cross-current techniques, such as annular chromatography (AC)
and carousel multi-column setup (CMC).

* Corresponding author. Tel.: +358 40 3578683.
E-mail address: tuomo.sainio@lut.fi (T. Sainio).

http://dx.doi.org/10.1016/j.ces.2014.10.004
0009-2509/© 2014 Elsevier Ltd. All rights reserved.

The choice of the best process configuration is typically a trade-
off between the process performance, robustness, flexibility,
implementation time, and investments costs. The classical fixed
bed batch chromatography is a common setup in many fine
chemical and pharmaceutical applications because it is versatile,
provides multiple product fractions, and allows rapid method
development. The simplicity of the concept is counter-balanced
by low productivity, high eluent consumption and/or low recovery
yield. The performance of batch process can be improved by using
different single column recycling techniques or the multi-column
SMB scheme. The most promising recycling concept is steady state
recycling chromatography (SSR) that can be operated in different
injection modes such as mixed-recycle mode (Bailly and Tondeur,
1982), closed-loop mode (Grill, 1998), segmented recycling
(Charton, 1995), or a combination of different modes (Charton
et al.,, 1994). The SMB process assures a continuous feed flow and
high performance but is rather complex and has high investment
costs. It is applied widely for the separation of petrochemicals
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(Ruthven and Ching, 1989), sugars (Bubnik et al., 2004), and
fine chemicals, particularly enantiomers of chiral compounds
(Rajendran et al, 2009). As to the cross-current concepts, the
annular chromatography is not gained an industrial breakthrough
due to rather complex implementation and/or negligible perfor-
mance benefit compared to the batch process (Guiochon et al.,
2006), whereas the CMC concept is applied, for example, in ion
exchange (Huckman et al., 2001; Virolainen et al., 2014) and multi-
step solvent gradient (Antos 2009; Bochenek et al, 2013)
separations.

The design of chromatographic processes is often challenging
due to dynamic character of the separation. For this reason, a wide
range of models with different levels of complexity are used.
A well-established equilibrium theory of chromatography considers
the influence of phase equilibrium only while all dispersive effects
are neglected. The model forms a system of partial differential
equations that can be solved by the method of characteristics
leading in many cases of interest to simple algebraic equations.
The theory helps to analyse and understand both the fixed bed and
the multi-column chromatographic separations. It is used in many
practical applications to predict the preliminary operating para-
meters which are later fine-tuned by detailed simulations.

Golshan-Shirazi and Guiochon (1989a) have applied the equili-
brium theory to optimize the classical batch chromatography. They
derived explicit equations to predict the feed loading and the cut
times that lead to 100% product purities and recovery yields, i.e.
touching band operation, for binary systems that follow competi-
tive Langmuir isotherm model. They provided also analytical
equations to calculate the optimal operating parameters that
correspond to arbitrary purity constraints when generation of
waste fraction is allowed. Recently, Siitonen et al. (2013) have
extended the method for operation without generation of waste
stream. In addition, the analytical solution of the ideal model has
been used to analyse the batch chromatography under practically
relevant non-ideal conditions by combining it with a simple model
of band broadening (e.g. Knox and Pyper, 1986; Golshan-Shirazi
and Guiochon, 1989b).

As to the mixed-recycle SSR process, Bailly and Tondeur (1982)
have applied the equilibrium theory to predict the optimal cut
times that lead to 100% product purities. Later, Sainio and
Kaspereit (2009) extended the method for less than 100% purity
constraints and provided a short-cut design approach (Kaspereit
and Sainio, 2011) for non-ideal conditions to estimate the pre-
liminary cut times that can be fine-tuned by detailed simulations
(Hellstén and Sainio, 2012). For other SSR operation modes, there
exist only methods that are based on detailed dynamic process
models or skilful interpretation of experiments (e.g. Grill, 1998).

In the design of SMB applications, the equilibrium theory based
triangle method introduced by Storti et al. (1993) has become a
standard tool during the past two decades. The method allows
calculating the optimal operating parameters for a given separa-
tion task. In addition, it specifies a range of adjustable operating
parameters leading to pure products, which help to analyse the
process robustness. The theory has been elaborated for most of the
relevant types of adsorption isotherms (Mazzotti et al., 1994, 1996,
1997a, 1997b; Gentilini et al., 1998; Migliorini et al., 2000;
Mazzotti, 2006a, 2006b), for less than 100% purity constraints
(Kaspereit et al., 2007; Rajendran 2008), and for the modified SMB
techniques such as gradient operation (Mazzotti et al., 1997c;
Migliorini et al., 2001; Abel et al., 2002, 2004), three fraction
separations (Paredes et al., 2004), and the enriched extract SMB
(Paredes et al., 2006).

The cross-current chromatographic processes, especially annular
chromatography, have been analysed by several authors (Giddings
1962; Wankat, 1977; Goto and Goto, 1987; Thiele et al., 2001). It has
been shown that the steady state two-dimensional cross-current

chromatography is formally analogous to the classical time depen-
dent one-dimensional fixed bed process when the dispersion in the
direction of the solid flow is neglected. For this reason, the design
methods developed originally for the fixed processes can be applied
for the cross-current concepts too.

Although the equilibrium theory has been successfully applied
for the design of fixed bed, cross-current, and counter-current
processes, their design approaches, including the calculation
procedure and the way of representing the results, are quite
different from each other. This is mainly because the design
parameters of the process schemes are apparently totally different.
As a result, generalization of the information related to the choice
of feasible operating parameters for one chromatographic config-
uration to the design of other process schemes is often difficult
due to lack of universal conversion rules especially in the case of
non-linear competitive adsorption behaviour.

Another research gap concerning the design of fixed bed and
cross-current chromatographic processes is that almost all of the
design methods developed so far allow the calculation of the
optimal operating parameters only. In contrast to the triangle
theory design of SMB applications, the range of the feasible
operating parameters is rarely discussed. This makes it difficult
to find a robust operating point, especially in the cases of recycling
schemes, due to interactions between the operating parameters.

The aim of this work is to unify the design methodology of
chromatographic separation processes. For this purpose, a method
applicable for design of (1) classical fixed bed batch chromato-
graphy, (2) mixed-recycle SSR chromatography, (3) cross-current
chromatography, such as annular chromatography or multi-
column carousel setup, and (4) mixed-recycle cross-current recy-
cling chromatography is presented. Explicit equations are derived
to calculate the regions of feasible operating parameters that lead
to complete separation of a binary mixture that follows linear or
competitive Langmuir adsorption isotherm model. It is shown that
the process configurations can be designed by using an identical
set of dimensionless operating boundaries. Possible extensions
and application areas of the unified design method are proposed
and discussed. The practical relevance of the work is twofold. First,
the results and methodology concerning the choice of optimal and
robust operating conditions for SMB process (Mazzotti et al.,
1997a) can be extended for fixed bed and cross-current schemes.
Second, the analogy between process configurations allows con-
verting the feasible operating parameters obtained for one scheme
to the operating parameters of other schemes, which simplifies the
design of recycling and multi-column processes. This is demon-
strated by showing with numerical simulations that counter-
current SMB process can be designed based on a single pulse
injection to a batch column.

2. Process configurations

Schematic setups of the process configurations studied in this
work are shown in Figs. 1-3. Principles of the process options are
described extensively in the literature. The interested reader is
referred to (Guiochon et al., 2006) for details of batch chromato-
graphy, to (Sainio and Kaspereit, 2009; Kaspereit and Sainio, 2011)
for details of steady state recycling chromatography, to (Rajendran
et al., 2009) for details of counter-current chromatography, and to
(Bochenek et al., 2013; Thiele et al., 2001) for details of cross-
current schemes.

Classical fixed bed batch chromatography (Fig. 1a) can be used
for separation of both binary and multi-component mixtures. In
addition, different cutting strategies can be applied depending on
if generation of waste fraction is allowed or not. In this work, only
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Fig. 1. Schematic setup of (a) a classical batch chromatography and (b) a mixed-
recycle steady state recycling chromatography.
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Fig. 2. Schematic setup of (a) a four-section true moving bed chromatography and
(b) a four-section simulated moving bed chromatography.

the binary separation without generation of waste fraction is
discussed.

In steady state recycling process, illustrated in Fig. 1b, the
volume of the feed pulse into the column is typically larger than in
batch chromatography. This leads to only partial separation of the
target components. The pure leading and trailing sections of the
elution profile are collected as products, while the unresolved
middle part is recycled. In the mixed-recycle mode, the whole
recycle fraction is collected in the feed reservoir, mixed with fresh
feed, and then introduced back into the column.

In counter-current chromatography, the fluid and solid phases
flow in opposite directions. The operation mode can be imple-
mented continuously with the true moving bed (TMB) technique
(Fig. 2a) or in a discontinuous manner by using the simulated
moving bed (SMB) scheme (Fig. 2b) where the counter-current
movement is mimicked by switching the inlet and outlet ports of
series of conventional fixed bed columns. In practice, however,

a
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(1+2+E) (E)
|
— o <+ vy
—>| g gl —> —>| =
Direction E El g E
of port 3 S 3 3
switching
Product B ProductB  ProductA ProductA ProductB
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Feed ®)
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[ag} < w
E] =] ]
S 3 G)
&) o &)

|

Product B
(2+E)

Recycle

(142+E) ProductA  ProductA ProductB

(1+E) (1+E) (2+E)

Fig. 3. Schematic setup of (a) a cross-current multi-column carousel chromatogra-
phy and (b) a mixed-recycle cross-current multi-column carousel chromatography.

TMB is not feasible concept because the movement of solid phase
causes mixing and attrition, and SMB setup is preferred.

In cross-current chromatography separation is achieved by
employing two spatial directions. The fluid phase flow in cross-
wise direction with respect to the solid phase, which leads to time
independent steady state. The true cross-current operation can be
implemented in annular chromatography (AC) and simulated
cross-current operation in carousel multi-column setup (CMC).
In practice, the carousel multi-column setup shown in Fig. 3 is
more feasible option because the implementation of annular
technique is rather complex. The two-dimensional cross-current
chromatography is formally analogous to the classical one-
dimensional time dependent fixed bed process (see e.g. Wankat,
1977). Physically, the analogy is most obvious for the carousel type
multi-column setup where each individual column is operated in
exactly the same way as a single column. For this reason, also the
recycling scheme similar to the fixed bed SSR process can be easily
implemented (Fig. 3b).

3. Process models

Within the frame of the equilibrium theory, it is assumed that
the mass transfer resistance and the dispersive effects are negli-
gible and the fluid velocity is constant along the column. The
material balance for an individual component i in the fixed bed
column is given by

%, 9 (c;i+Fqf) =0 for

o o i=(1, 2) 1)

where ¢; is the fluid phase concentration of solute i, qieq is the solid
phase concentration that is in equilibrium with the fluid phase,
and F=(1-¢)/¢e is the phase ratio with & being the total void
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fraction of the bed. The dimensionless time, 7, and the dimension-
less space variable, y, are given by 7= (u't)/y and y =y /Y,
where u® is the interstitial fluid velocity, t is the time, y. is the
column length, and y is the column axial coordinate.

To describe the counter-current chromatography true moving
bed model is used. Each section is modelled as a moving bed
where the fluid flows with an interstitial velocity u} and the solid
phase with a velocity u® in the opposite direction. This leads to the
following material balance

afuw .\ o e ) .
P FsCi— 4 +£(ci+Fq1. )=0 for i=(1, 2) j=(1,...,4)

2

The dimensionless time is given by 7= (Fu’t)/y.,. The SMB
and TMB modes can be considered to be equivalent and yield to
similar separation performance when the following two equiva-
lence relationships are satisfied

sve_ v, Q°
Qj = Qj +T (3)
Vcol _ QS

t* " (1-¢) @

In the above equations, Q; is the volumetric flow rate of the
fluid phase in section j, Q% =(1—¢&)A.uS is the volumetric flow
rate of the solid phase with A, being the cross-sectional area of
the column, V is the column volume, and t* is the switch time in
the SMB unit.

In the case of cross-current true moving bed model, it is
assumed that the fluid flows with an interstitial velocity uf, in
the direction y, and both the solid phase and the fluid phase moves
with a velocity u$ = uk in the direction x that is perpendicular to y.
The material balance describing the solute movement is
ac; 0

+ 2 (G Fq) =0 for i=(1, 2) ®

Sears

where y=y/y.q and y=x/x, are the dimensionless spatial
coordinates. The dimensionless cross-flow velocity, ¢, is defined as

Q; 1 Xeor Uy
P=—5=% 1% (6)
Qx F Yeol ux
where QJL, and Qi are the volumetric flow rates of the fluid phase in
the y-direction and the solid phase in the x-direction, respectively.
In the case of annular chromatography, y corresponds to the
angular coordinate and ¢ to term u‘é/ (Fycqw) where w is the
angular velocity. For simulated cross-current process, i.e. multi-
column carousel unit, the conversion rules are given by

N
= 7

N % )
Fo

= 8
Ncol ®)

where N/N, is the proportion of columns to the total number of
columns, N, and T*:(u},t*)/ywl is the dimensionless switch
time. As shown by Wankat (1977), the two-dimensional time
independent cross-flow model, Eq. (5), is formally analogous to
the one-dimensional time dependent fixed bed model, Eq. (1),
with transform

T:F(p)( 9)

To solve the models, Eqs. (1), (2), and (5), the equilibrium
relationship between the solid phase loading and the fluid phase

concentration is needed. In this work, linear
g =Hc; for i=(1, 2) (10)
and binary competitive Langmuir adsorption isotherm model

Hic;i

=1 __  fori=(1, 2 11
1+Kqc1+Kac ori=Q, 2 an

q’
are considered. In the above equations, H; and K; are the Henry
constant and the equilibrium parameter of component i, respec-
tively. In the following discussion, it is assumed that the compo-
nent 1 is less strongly absorbed one, i.e. @ =H,/H; >1 with a
being the separation factor.

The equilibrium model forms a set of homogeneous quasilinear
partial differential equations. In the case of linear and Langmuir
isotherm models, it can be solved analytically for constant initial
and boundary conditions by the method of characteristics (Rhee
et al, 2001a, 2001b; Mazzotti, 2006¢; Rajendran and Mazzotti
2011; Golshan-Shirazi and Guiochon, 1989c). It is worth noting
that the equations derived originally for the fixed bed chromato-
graphy can be applied also for the cross-current process by using
the transform given in Eq. (9).

4. Unified design method for chromatographic separation
processes

4.1. General specifications

Several kinds of dimensionless operating parameters have been
used in designing chromatographic separation processes. These
include, for example, dimensionless cut times and dimensionless
flow rate ratios. The main idea of the unified design approach is to
establish a set of rules how the dimensionless parameters should
be defined in order to bring the feasible design spaces of
apparently totally different chromatographic process configura-
tions to a comparable form. We present such rules and then
present a collection of useful dimensionless operating parameters
for batch, SSR, cross-flow, and counter-current TMB and SMB
processes.

In the following discussion, it is assumed that the column
dimensions and the fresh feed concentrations are fixed and the
packing properties and the isotherm parameters are known.
A binary mixture is separated in isocratic mode into two product
fractions such that no waste fraction is generated.

Since the triangle theory of counter-current chromatography,
developed by Storti et al. (1993), Mazzotti et al. (1997a), has
proven extremely useful, the said set of rules will be devised such
that the design spaces of the other processes can also be repre-
sented on a plane of two operating parameters.

For counter-current, batch, and classical cross-current chroma-
tography, let us select four m-parameters, my, m,, ms, and my to
represent the dimensionless operating parameters. For SSR and
cross-current recycling schemes, recycling provides one additional
degree of freedom denoted as mg.

The first rule for defining the parameters is that volumes of
fresh feed, mgr, and eluent, mg, that are introduced into the process
during a chromatographic cycle or switch with respect to the
volume of the solid phase in the column are given by

Mpp = M3 — 1y (12)

Mg=mMm;—My (13)

and the amounts of products A and B per cycle or switch with
respect to the amount of the solid phase in the column are
obtained as follows:

map=ms3—my (14)
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Table 1

Definitions of m-parameters for counter-current, fixed bed, and cross-current process configurations. For batch and cross-current chromatography without recycling mg=0.

Parameter Counter-current TMB Counter-current SMB Batch and SSR Cross-current

my ng“(l.l) Qf(:mi',vi:m 15) Quﬂ[(%c);‘}v(m — mr%rrq (1.9) Folzm 7;\1,)71 (1.14)

m, %11(1.2) Q%A:Ef:;\/i:(OI (16) Qtrmﬂff:w;rv@w — 1 *irr -1 (1.10) Folrs —FAXF)— 1 (1.15)

ms aé”;" (13) Qi(“"mti:‘;t:m a7) Yoo = -1 (111) Fors =1 (1.16)

" & 04 S 09) Siesi =t (112) F=t (117)

mg =g (113) @ (s —xa2) (118)
mg=m;—my (15) (3) the end of the product fraction A, 74, which is equal to the

The system of Egs. (12)-(15) does not uniquely define the set of
parameters my, my, ms, and my, but one of them must be specified
independently. Therefore, the second rule requires that one of the
four m-parameters has identical numerical value for all processes
under some conditions. Here we have chosen the definition of m;
parameter such that its lower limit is equal for all process
configurations under ideal conditions and 100% purity of first
eluted compound in the limiting case of infinite dilution. The
resulting definitions of m-parameters for the studied process
schemes are given in Table 1. It is worth noting that, in all cases,
proper selection of m, and ms values ensures the desired separa-
tion of the feed mixture, whereas m; and m, are related to the
regeneration of the solid and fluid phases, respectively.

The dimensionless operating parameters allow expressing the
feasible separation domain in scale independent form. The bound-
aries of the region for each process concept can be calculated by
considering how the configuration should be operated to achieve
the desired separation. The design criteria can be expressed in the
following general form:

My, min <My (16)
My, min < M2 < M2, max 17)
M3, min < M3 < M3 max (18)
Mg < My, max (19)
mg =0 (20)

In general case, the lower and upper bounds of all m-values
depend on the values of other m-parameters, the adsorption
isotherm parameters, the fresh feed concentrations, and the
column efficiency. However, when m; and m, are selected such
that they ensure complete regeneration of solid and fluid phases,
the limits become independent of them.

In the following Sections 4.2-4.4, a procedure to calculate the
operating boundaries for batch, mixed-recycle SSR, and cross-
current chromatography with or without recycling will be
described. Analytical design equations to predict the range of
feasible operating parameters that lead to complete separation of a
binary feed mixture under ideal conditions will be derived for
systems that follow (1) linear or (2) competitive Langmuir adsorp-
tion isotherm model.

4.2. Batch chromatography

4.2.1. Operating parameters

For classical batch chromatography, there exist the following
five freely adjustable operating parameters: (1) the duration of the
feed pulse, Azr, (2) the beginning of the product fraction A, 7a1,

beginning of the product fraction B, 73, (4) the end of the product
fraction B, 75, and (5) the volumetric flow rate of the fluid phase,
Q = eAut. To derive the design equations the operating para-
meters are expressed as dimensionless m-parameters given by
Egs. (1.9)-(1.12).

Each mPah yalue denotes the difference between the volume of
the fluid phase that elutes from the column before a given cut
point and the volume of the fluid phase in the column with respect
to the volume of the solid phase. The end and the beginning of the
product fraction B are expressed relative to the end of the feed
pulse, Egs. (1.9) and (1.10), while the end and the beginning of the
product fraction A are expressed relative to the beginning of the
feed pulse, Egs. (1.11) and (1.12).

Under ideal conditions, the fluid phase flow rate does not affect
the boundaries of m-parameters. It can be selected independently,
e.g. such that given pressure constraint is not exceed. The duration
of the feed pulse and the cut points are given by

Atp=F (mgatch - m‘z’a“h) @1
Tar = Fm " 41 22)
Tpp = Tp1 = Fm33h -1 (23)
Tpy = F(m'l"“"'h +mbatch mgatd‘) +1=Fmp 14 Aze (24)

The cycle time, i.e. the time between consecutive injections is
given by

Ateycte =Tp2 — a1 (25)

4.2.2. Linear isotherm
For linear isotherm, the propagation velocity of component i is
independent of concentrations

dy 1

E:TFHI- for i=(, 2) (26)

The beginning, 7g; and the end, 7y, of the individual elution
profiles are thus given by

ti=1+FH; for i=(1, 2) @7

7 =1+FH;j+ Az for i=(1, 2) (28)

To obtain 100% product purities and recovery yields the
following four constraints for the cut times must be satisfied:
(1) the beginning time of the product fraction A, 741, must be lower
than or equal to the retention time of the first component, zgy,
(2) the end time of the product fraction A, 74,, must be lower than
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or equal to the retention time of the second component, 7zy,
(3) the beginning time of the product fraction B, 7z;, must be
higher than or equal to the time of complete elution of the first
component, 7gq, and (4) the end time of the product fraction B, 7p;,
must be higher than or equal to the time of complete elution of the
second component, 7g,. As already mentioned, in batch process
without generation of waste or recycle stream, the end of the
product fraction A is equal to the beginning of the product fraction
B. The above constraints can thus be expressed as follows:

Tar < TR1 (29)
TR2 = TA2 =TB1 = TE1 (30
Tp2 = T2 (€2))]

In addition, the duration of the feed pulse must be positive:
At >0 (32)

By substituting the expressions for the duration of the feed
pulse and the cut points, Egs. (21)-(24), as well as the equations
for the retention and complete elution times, Eqs. (27) and (28),
into Eqs. (29)-(32), the following constraints for mj‘?affh are
obtained:

Hy < mpxeh (33)
Hy < mbateh < mbatch <y, (34)
mzatch < H] (35)

The constraints of m-parameters for classical batch chromato-
graphy given by Egs. (33)-(35) are fully identical to those of SMB
process reported in (Storti et al, 1993). This means that the
maximum amounts of fresh feed that can be processed in the
batch process during a cycle and in the SMB process during a
switch, given by Eq. (12), are equal. As will be shown below, this
conclusion is valid also for other process configurations and for
systems with Langmuir isotherm.

The operating boundaries of m, and ms; parameters are con-
veniently represented on the (m,, ms) plane shown in Fig. 4. The
triangle shape domain 1, limited by the straight lines ab, bw, and

4 2 5
H W
2
ow ’ a
3 1
&
H
! b
6
Hl H2
n,

Fig. 4. Separation regions for SMB, batch, SSR, cross-current, and cross-current
recycling processes under linear conditions. (1) Complete separation region;
(2) pure product B and impure product A; (3) pure product A and impure product
B; (4) both products are impure; (5) product A is flooded with the fresh feed and
product B with the eluent; (6) product A is flooded with the eluent and product B
with the fresh feed. Point w': a robust operating point inside the complete
separation region (see Section 6.1).

Table 2

Characteristic points on the boundary of the complete separation region on the
(my, ms) plane for SMB, batch, SSR, cross-current, and cross-current recycling
processes in the case of a Langmuir isotherm.

Point my ms
a H; H,
b H; H,
r (@) WF [ (Hy = ofF) +ofF (Hy — Hy)]
Ty Hi(Hz —off)
w WfFH, WfF[Hy(Hy —ofF) + ol (Hy —H))]
Hy Hy(Hy —ofT)

aw, corresponds to the complete separation region where the
purities of both product fractions are equal to 100%. In the region
2 above the line aw, the product B is pure while the product A is
contaminated by component 2. Similarly, the region 3 on the left
hand side of line bw denotes the case where the product A is pure
and the product B is contaminated by component 1. The operating
points in region 4 on the top left lead to the case where both
products are polluted. Finally, the region 5 refers to a situation
where the product A and B are flooded with the fresh feed and the
eluent, respectively, while the region 6 denotes the opposite case.

4.2.3. Langmuir isotherm
For Langmuir isotherm, the time of complete elution of
component 2 is equal to that under linear conditions

Ty = 14+FHy + Atp (36)

Since the cut time 7z, must be higher than or equal to 7g,, the
design criterion for mb¥<h is given by

HZ < mll)atch (37)

The region of feasible m33h and m%3h parameters depends on
the isotherm parameters and the fresh feed concentrations. Detail
derivation of the equations to calculate the boundaries of the
region is given in Appendix A. The derivation is based on a variable
transform from concentrations (cy, ¢;) to characteristic parameters
(w1, @;) defined as the roots of the following quadratic equation
such that @, > w,

(1+Kq¢q +K2C2)(02 —[H1(14+Ky¢3)+Hy(1+Kq¢1)Jw+H{Hy; =0
(38)

The resulting equations are reported in Tables 2 and 3, and an
example of the operating boundaries on the (m,, ms) plane is
displayed in Fig. 5. The equations, and thus the operating domain,
are identical to those of SMB process given in (Mazzotti et al.,
1997a).

The complete separation region on the (m,, ms) plane, shown
in Fig. 5, is now distorted triangle. Its boundary consists of three
straight lines, ab, bw, and rw and one curve ar. In the case of batch
chromatography, the size of the feed pulse is directly proportional
to the difference (m33h —mba<h). The components are separated
complete when the operating point on the (m,, ms) plane is
located below the line that is parallel to the diagonal and passes
through the point w. The curve ar in Fig. 5 corresponds to the
condition where the duration of the feed pulse is so small that the
pure second component plateau is eroded completely. Corre-
sponding chromatogram is shown in Fig. 6a. The cut time 74,
(or 7p;) is equal to the beginning of the second component band,
Tgo. In the line rw, the duration of the feed pulse is larger and the
second component plateau prevails (Fig. 6b). The cut time 7, is
again equal to 7g,. The maximum duration of the feed pulse is
obtained in the point w that corresponds to the touching band
operation (Fig. 6¢). The line bw, in turn, stand for the case where
the cut time 74, is equal to the end of the first component profile
71 (Fig. 6d). The duration of the feed pulse decreases when the
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Table 3

Equations to calculate the boundaries of the complete separation region on the
(my, m3) plane for SMB, batch, SSR, cross-current, and cross-current recycling
processes in the case of a Langmuir isotherm.

Line ab msz=my (3.1)
Line ar o 2
my = m2+% (32)
Line rw ms = ofFwlF (Hy ;;,’E;;’:’f;;(m —ofF) (33)
Line wb s = Mt —Hy n;’iggzcyfh(l +Kacf)] (3.4)
H2 S — S
r
lagl
g
v, ’
ow
H L :
b
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Fig. 5. Complete separation region in SMB, batch, SSR, cross-current, and cross-
current recycling processes for the case of a Langmuir isotherm (solid line). The
separation region under linear conditions is shown as a reference (dashed line).
Point w': a robust operating point inside the complete separation region (see
Section 6.1). Fresh feed concentrations: cff=c5F=5 g/L. Isotherm parameters:
H;=2.0, H,=2.5, K;=0.020 L/g, and K»=0.025 L/g.

operating point moves towards point b. The second component
plateau is eroded or not depending on the size of the feed pulse,
i.e. the difference (mbatch —mbatch),

The operating points above the complete separation region, i.e.
above the line arw, lead again to a pure product B but a
contaminated product A. The left hand side of line bw corresponds
to the operation where the product A is pure and the product B is
contaminated. On the operating points at the top left of the (m,,
m3) plane, the purities of both product fractions are less than
100%.

The upper limit for m‘f‘fh is solved piecewise depending on
whether the plateau on the top of the first component band is
eroded or not. Explicit criterion for the plateau erosion is given by

_ b (Hy o) (H — o)

39
HyHs (@ff — ) :

batch batch
(et —mi)

When the difference between m5h and m5<h values is higher
than the limit given by Eq. (39), i.e. the duration of the feed pulse is
relatively high, the first component plateau prevails and the
retention time of the first shock, zg;, is calculated by using an
equation derived by Golshan-Shirazi and Guiochon (1989c). In this
case, the upper limit of mj3h is equal to @if. In the case of
relatively small feed pulse, the plateau erodes completely and the
exact values of 7g; and mj<h is solved analytically by using the

4, max
equations or the free software given in Siitonen and Sainio (2011).

In contrast to the limits for mbh, mbatch and mb<h parameters,
the upper boundary for mj*" is not identical to that of SMB
concept.

4.3. Steady state recycling chromatography

4.3.1. Operating parameters

In SSR process, there exists one more degree of freedom than in
batch mode. The freely adjustable operating parameters are the
duration of the feed pulse into the column, the four cut times z,;,
Ta2, Tp1, Tp2, and the fluid flow rate. The cut points A1 and A2
relative to beginning of the feed pulse and the cut points B1 and B2
relatively to end of the feed pulse are expressed as dimensionless
m-parameters identically to the case of batch process, Egs. (1.9)-
(1.12). The dimensionless volume of the recycle fraction, mg®, is
given by Eq. (1.13).

The conversion rules from dimensionless m-parameters back to
the duration of the feed pulse and the four cut times are

Aty = F(m 1 ) o)
oo = Fm 41 (41
Tay =Fm3$®+1 @2)
g1 = F(m3™ - mg) +1 = Fm$* + 1+ Az @3)
oo = F(M§R 4 m3R —m3R 4 mg) +1 = Fm§ 4+ 1+ Azg (a4

4.3.2. Linear isotherm

In the case of linear isotherm, the propagation velocities of the
solutes are independent of the concentrations. The beginning, 7x;,
and the end, 7g;, of the individual elution profiles are thus given by
Egs. (27) and (28) also for SSR process even through the steady
state feed composition may be unequal to the feed composition of
classical batch process. To achieve 100% product purities the
following criteria for the cut times, the amount of the fresh feed,
and the volume of the recycle fraction must be satisfied: 741 < 71,
Ta2 < TR2, TB1 = TE1, TB2 = TE2, m?:?:R >0, and m,szSR > 0. The con-
straints for the cut times are equal to the case of batch process
except the fact that the end of the product fraction A is no longer
equal to the beginning of the product fraction B.

To calculate the range of feasible m-parameters the expressions
for the duration of the feed pulse and the cut times in the case of
SSR process, Egs. (40)-(44), and the equations for the retention
and complete elution times, Eqs. (27) and (28), are substituted into
the above inequalities. This yields to the following constraints:

Hy <m$® (45)
Hy <mSR <m§R < H, (46)
m3R <H, (47)

As observed, all the lower and upper limits for mSR parameters
are independent of m3*R. In addition, the constraints are identical
to those of SMB and batch processes (Fig. 4).

4.3.3. Langmuir isotherm

For Langmuir isotherm, it has been shown that the rear part of
the chromatogram remains unaltered from cycle to cycle when the
mixed recycle SSR process is run to steady state (Bailly and
Tondeur 1982; Sainio and Kaspereit 2009). In addition, the rear
part of the steady state chromatogram is independent of mp°} and
equal to that of batch process. Due to this behaviour, the end of the
elution profile of the second component can be calculated with
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Fig. 6. Individual elution profiles and fraction collection in batch (abscissa is time) and cross-current chromatography without recycling (abscissa is spatial coordinate in the
direction of the solid flow). (a) The operating point is located in line ar (m,=2.204, m3=2.278). (b) The operating point is located in line rw (m,=2.019, m3=2.201). (c) The
operating point is located in point w (m,=1.864, m3=2.136). (d) The operating point is located in line bw (m,=1.919, m3=2.081). Same fresh feed concentrations and
isotherm parameters as in Fig. 5. The elution profiles are calculated analytically with the free software given in Siitonen and Sainio (2011).

Eq. (36) and the constraint for m, given in Eq. (37) is valid for SSR
concept too. Moreover, the complete separation region on the (ms,
ms) plane is independent of m*® and identical to those of batch
process and counter-current chromatography (Tables 2 and 3 and
Fig. 5). Detail derivation of the operating boundaries is given in
Appendix A.

In the case of SSR process, the line ar on the (m,, ms) plane
(Fig. 5) corresponds to the case where 74, is equal to 7z, and 7p; is
located on the pure second component wave (Fig. 7a). This means
that a part of the pure second component fraction is recycled.
Along the line rw, 7,4, is again equal to 7g;, but 7p; lies on the pure
second component plateau (Fig. 7b). The maximum amount of
fresh feed is achieved in the point w where 74, =7k, and 7p; =7
(Fig. 7c). In this case, no pure fractions are recycled. The line bw,
corresponds to the case where the cut time 7p; is equal to 7g;
(Fig. 7d). The cut point 7,4, is located on the pure first component
wave or on the pure first component plateau. A part of the pure
first component fraction is thus recycled.

To solve the upper limit for m3® the steady state feed con-
centrations, c| and ¢}, are needed. They depend on m35k, m$5%, and

mgR. In principle, they can be solved from the following set of
equations:

V=tV +cfvg for i=(1, 2) (48)
1 ci(n)dt

Cf _Jm i(?) for i=(1, 2) (49)
g1 —TA2

where cF is the volume-average recycle fraction concentration of
solute i. The individual elution profiles, c,(7), depend on the steady
state feed concentrations and the duration of the feed pulse. They
can be calculated by using the analytical solution of the equili-
brium model (Golshan-Shirazi and Guiochon, 1989c; Siitonen and
Sainio, 2011).

In general case, explicit solution of the set of Eqs. (48) and (49)
is very difficult if not impossible because a quartic equation needs
to be solved in order to find the amount of component 1 in the
recycle fraction. For this reason, numerical methods are recom-
mended to find the steady state feed concentrations. For example,
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Fig. 7. Steady state elution profiles and fraction collection in SSR (abscissa is time) and cross-current recycling chromatography (abscissa is spatial coordinate in the direction
of the solid flow). (a) The operating point is located in line ar (m,=2.204, m3=2.278, mg=0.422). (b) The operating point is located in line rw (m,=2.019, m3=2.201,
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Same fresh feed concentrations and isotherm parameters as in Fig. 5. The elution profiles are calculated analytically with the free software given in Siitonen and Sainio

(2011).

ci and cf can be searched by calculating the chromatograms
analytically from cycle to cycle until the periodic steady state
is reached. In every cycle, the recycle fraction composition can
be computed by integrating the chromatogram numerically,
for example, with trapezoidal rule. As an alternative, numerical
multidimensional root-finding algorithms can be applied to find cf
and cf.

Once the steady state feed concentrations are found, the upper
limit for m3R can be solved by using the same procedure as in the
case of batch chromatography. When m@*® is large enough, the cut
point 7,4, is located on the pure first component plateau, and the
upper limit of m3R is identical to that of SMB process derived in
(Mazzotti et al., 1997a) as shown in Appendix B.

Value of my4 max is always higher for SSR process than for
batch scheme. This is because the feed concentrations into the
column are lower due to diluted recycle fraction. As a result, the
propagation velocity of the first shock decreases, the retention
time of the shock increases, and thus a higher value for 74; can be
chosen.

4.4. Cross-current chromatography

4.4.1. Operating parameters

For classical cross-current chromatography, the freely adjusta-
ble operating parameters are the width of the feed section, Ay,
the three cut points, ya1, ¥a2=xg1, Y2, and either the volumetric
flow rate of the fluid phase in the y-direction, Q}L,, or the
volumetric cross-flow velocity of the solid phase in the x-direc-
tion, Qﬁ. In the case of cross-current recycling chromatography,
one can also choose the volume of the recycle fraction and thus
the end of the product fraction A, ya», is not equal to the
beginning of the product fraction B, y5;. The operating parameters
can be expressed as dimensionless m-parameters given by Egs.
(1.14)—(1.18) where mg°*=0 for classical cross-current process
without recycling.

To ensure that there is no gap between the consecutive
chromatographic cycles ygz —ys; must be equal to unity
(Xp2 —Xa1 =Xco1)- This means that the dimensionless cross-flow
velocity defined by Eq. (6), i.e. the relationship between QJL, and
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Qi, must be selected as follows:

Cross Cross Cross Cross Cross
@ =m7 —m5® +mz" —mg>> 4+ my (50)

For a given ¢, the width of the feed section and the cut points
are given by

Cross Cross Cross
(Mo —m§oss 4+ mgess)

Ayp= 7 1
Y= % (52)
P % (53)
Y F(mgoss +F Zﬁ“’”) +1_ Fm%;’; 1Ay, (54)
. F (mgross 1 mgross ;Z;goss + mﬁrOSS) +1 _ F mf;’: +1 Ay (55)

4.4.2. Linear isotherm
In the case of cross-current chromatography, the propagation
velocity of component i for linear isotherm is given by

dy _ Fg

O T A, for i=(1, 2) (56)

This yields to the following expression for the beginning, yx;
and the end, yg;, of the individual elution profiles

_ 1+FH;

Ari= Fo for i=(1, 2) (57)
1+FH; .
IEi= ;(p Ly Ay for i=(1, 2) (58)

To achieve complete separation the following set of design
criteria must be fulfilled: y,; <1, X2 <Xr2» X1 = X1 XB2 = XED
mgPss >0, and mg°s > 0 where ya»=yxp1 and mg°* =0 for cross-
current chromatography without recycling. The boundaries of
meoss parameters are solved by substituting Eqs. (51)-(55), (57),
and (58) into the above inequalities. Some re-arrangement gives

Hy < mgos (59)
Hi < mgross < mgross <H, (60)
miross <H, (61)

As can be expected, the constraints are identical to the cases of
fixed bed and counter-current processes (Fig. 4). This is under-
standable since the cross-current processes are analogous to the
corresponding fixed bed schemes with transform given by Eq. (9).

4.4.3. Langmuir isotherm

Because the cross-current processes are analogous to the
corresponding fixed bed schemes, the constraints for m-para-
meters are identical also in the case of Langmuir isotherm. The
operating boundaries can be calculated by using the procedure
described in Sections 4.2.3 and 4.3.3. Derivation of the design
equations, not shown here, is analogous to the fixed bed case with
the transform given by Eq. (9).

The lower limit for m{™* is again equal to H, whereas the
operating region on the (m,, m3) plane depends on the fresh feed
concentrations and the isotherm parameters (Fig. 5). The upper
limit for m§® is, in turn, a function of mg§'°, m§s, m{°s, fresh
feed concentrations and isotherm parameters. For the recycling

scheme, m§%>, is larger than for the classical cross-current
process due to dilution of the feed concentrations into the column.

5. Validation of the design equations

To validate the design equations, the operating boundaries
predicted by the equilibrium theory were compared with detailed
simulations under ideal conditions. The comparison was per-
formed by applying both linear and Langmuir isotherm models,
small and large separation factors (1.1-3.0) as well as small and large
mpg values (0-2) such that all cases mentioned in Sections 4.2-4.4
were covered.

In the simulation study, m, and ms values were varied within
an interval [0, H,]. For each combination of m,, ms values,
operation of each process configuration were simulated by using
the free software (Siitonen and Sainio, 2011) that gives the
analytical solution of the ideal model (Golshan-Shirazi and Guiochon,
1989c; Siitonen and Sainio, 2011) to calculate the chromatograms
until periodic steady state was reached. The lower limit for m,
value
and the upper limit for my4 value were calculated from the end and
the beginning of the steady state chromatogram, respectively.
Finally, the purities of the product fractions were computed by
integrating the steady state chromatogram numerically with
trapezoidal rule.

The results of the explicit design equations and the simulation
study showed a fully agreement. An example of the comparison on
the (m,, ms) plane is shown in Fig. 8. It is seen that the points
corresponding to 100% purity level nicely fall within the bound-
aries predicted by the explicit equations. The boundaries of m; and
m,4 were obtained with accuracy of eight decimals.

6. Utilization of the unified design method
6.1. Selection of optimal and robust operating conditions

The unified design method can be applied to select the optimal
and robust operating conditions for fixed bed and cross-current
schemes in the same manner that has been employed earlier for
the design of SMB unit (Storti et al., 1993; Mazzotti et al., 1994,
1996, 19974, 1997b; Gentilini et al., 1998; Migliorini et al., 2000;
Mazzotti, 2006a, 2006b; Kaspereit et al., 2007; Rajendran 2008)
and its modifications (Mazzotti et al., 1997c; Migliorini et al., 2001;
Abel et al., 2002, 2004; Paredes et al., 2004, 2006). In all process
concepts, the maximum productivity and the minimum specific
eluent consumption are achieved when the operating point on the
(m3, m3) plane is located on the vertex of the triangle (point w in
Figs. 4 and 5) and m; and my are set equal to their lower and upper
limits, respectively. As mentioned in Section 4, for classical batch
and cross-current concepts, this corresponds to the operation with
touching bands. In the recycling concepts, only the unresolved
middle zone between the pure component bands is recycled, not
any pure component fractions.

It should be noted that the productivities of the studied process
configurations are not necessarily identical even if the optimal
m-parameters are. In fact, it is not even possible to compare the
process productivities in an unbiased manner under ideal condi-
tions, because the column lengths and the dimensional flow rates
cannot be optimized. An analysis of performances of different
process schemes under ideal conditions is given as Supplementary
material. It is demonstrated that for linear systems, all process
configurations have equal eluent consumption, whereas in the
case of Langmuir isotherm, the counter-current SMB and the
recycling schemes outperform other studied configurations. In
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terms of productivity, on the other hand, the batch chromatogra-
phy and the cross-current chromatography without recycling are
the best options when the flow rates are limited by an equal
pressure drop constraint and the column lengths are identical.

To make the separation more robust the operating point must
be chosen inside the complete separation region, not on the
boundary. The final choice of the operating conditions is thus a
trade-off between different performance characteristics and
robustness. Examples of robust operating points are denoted by
w’ in Figs. 4 and 5. The minimum recommended distance between
the operating point and the boundaries of the complete region
separation depends on the size of the expected perturbations.
Availability of the novel, explicit equations for prediction of the
operating boundaries allows analysing the effect of various dis-
turbances on the robustness of batch, SSR and cross-current
schemes as well as operating the units safely closer the optimum
conditions. Since the limits for m, and ms parameters are identical
for all studied process configurations, the results concerning the
influence of fresh feed concentrations on the shape of the
complete separation region and thus on the process robustness
reported earlier for the SMB process (Mazzotti et al., 1997a) must
be valid for the fixed bed and cross-current schemes too.

6.2. Analysis of process operation

The triangle theory enables also analysing the effect of different
operating parameters on the product purities and hence under-
standing analogies between the process configurations. The influ-
ences of the amount of fresh feed, the location of the cut points,
and the fluid flow rate on the operation of batch, SSR, and cross-
current setups are demonstrated in Fig. 9. A similar analysis for
SMB process is given in (Rajendran et al., 2009). It is worth noting
that the influence of chancing m-parameters on the product
purities is qualitatively the same whatever the adsorption iso-
therm and the column efficiency.

The amount of fresh feed increases in all process options when
the difference (m5*" — m3<h) is increased, i.e. the operating point
is shifted further away from the diagonal. When the amount of
fresh feed is increased such that the cut points relative to the
beginning of the feed pulse as well as the fluid flow rate are kept
constant, m; and m, decreases linearly, while m3 and m4 remain
constant. The operating point moves along a horizontal line from

pure B

no pure
products

DR\ VS

pure 4 and B

Fig. 9. Effect of the amount of fresh feed, the cut points, and the fluid low rate to
the position of the operating point for batch, SSR, and cross-current chromato-
graphy with or without recycling. Blue dotted arrow: the amount of fresh feed
increases, while the dimensional cut points relative to the beginning of the feed
pulse and the fluid flow rate are constant. Red dash-dot arrow: the amount of fresh
feed increases, while the dimensional cut points relative to the end of the feed
pulse and the fluid flow rate are constant. Green solid arrow: the cut points A2 and
B1 increase, while the duration of the feed pulse, the fluid flow rate, the size of the
recycle fraction, and the cut points A1 and B2 are constant. Orange dashed arrow:
the fluid flow rate decreases, while the dimensional duration of the feed pulse and
the dimensional cut times are constant. (For interpretation of the references to
color in this figure legend, the reader is referred to the web version of this article.)

right to left on the (m;, m3) plane (blue dotted arrow in Fig. 9).
When the line crosses the complete separation region, one or both
of the two product purities decrease. In addition, the lower limit of
m, is violated when the amount of fresh feed is too high leading to
the contamination of product A. The behaviour is similar to that
observed in SMB process when Qg is increased and t*, Qa, Qs, Qs,
and Qg4 are kept constant.

Increasing the amount of fresh feed while keeping the fluid
flow rate and the cut points relative to end of the feed pulse
constant leads to increase of m3 and my. In this case, m; and m;
remain constant, and the operating point moves upward a vertical
line on the (m,, m3) plane (red dash-dot arrow in Fig. 9). As to the
SMB unit, this corresponds to increasing Qg while keeping t*, Qq,
Q3, Qi, and Q, constant.

When the middle cut points A2 and B1 are changed, while
keeping the amount of fresh feed, the size of the recycle fraction,
and the fluid flow rate constant, the operating point moves along
the line that is parallel to the diagonal (green solid arrow in Fig. 9).
If the values of the cut points A2 and B1 are too low, the product B
is impure, whereas too high values of A2 and B1 lead to the
contamination of the product A. The behaviour is similar to that
observed in SMB unit when the product flow rates, Q4 and Qs,
change and Qgr remain constant.

Finally, the effect of fluid flow rate on the location of the
operating point when the dimensional cut points, the dimensional
duration of the feed pulse, and the solid flow rate in cross-current
setups are constant is represented by orange dashed arrow in
Fig. 9. The distance between the diagonal and the line depends on
the absolute values of the cut points and the duration of the feed
pulse. The purities of the products A and B are decreased when the
flow rate is too high or too low, respectively. In addition, the values
of my and my increase as the fluid flow rate increases. As a result,
the upper bound of my is violated when the fluid flow rate is too
high. This leads to the contamination of product B. As to the
operation of SMB unit, the behaviour corresponds to chancing the
switch time, while keeping the dimensional flow rates constant.
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6.3. Correspondence of experimentally determined operating
parameters

When the isotherm parameters are not known, but the iso-
therms are of linear or Langmuir type, the analogy between the
design criteria can be utilized to approximate the feasible operat-
ing conditions for all studied process configurations by using the
information obtained for one setup. In addition, shortcut design
approaches developed originally for one process configuration can
be exploited for the design of other process schemes as well.
For example, the volume of feed pulse and the cut times that lead
to desired separation in batch chromatography can be estimated
with a simple, recently developed shortcut method (Siitonen et al.,
2013). The predicted dimensional operating parameters can be
converted to dimensionless m-values (Egs. (1.9)-(1.12)) and finally
to dimensional operating parameters of SMB, SSR, and cross-
current units. The dimensional flow rates of SMB process can be
solved from Egs. (1.5)-(1.8), the cut points of SSR process from
Eqgs. (40)-(44), and the width of the feed section and the cut points
of cross-current setup from Egs. (51)-(55). In the cases of the
recycling schemes, the procedure corresponds to the shortcut
design method of fixed bed SSR process proposed by Kaspereit
and Sainio (2011) and gives estimations of my, m,, ms, and my
values, whereas the size of the recycle fraction must be optimized
independently.

The predictions of the unified design method are exact only under
ideal conditions so the approach is most applicable for high efficient
systems. Under strongly non-ideal conditions deviations between the
process configurations are expected because the role of dispersive
effects depends on the mutual direction of the solid and fluid flows
and the column loading. In addition, the fluid flow rates and thus the
column efficiencies in different configurations cannot be fully matched
because four different flow rates are used in the four zones of the
counter-current units, while the fluid flow rate is constant in the fixed
bed and cross-current schemes.

To demonstrate the applicability of the unified design method for
transferring information from one setup to another under strongly
non-ideal conditions, a numerical simulation study was carried out.
The feasible m-parameters corresponding to given purity constraints
were first estimated by employing a shortcut design approach of
fixed bed units that is based on a simple procedure applied to a
single conventional chromatogram (Siitonen et al., 2013; Kaspereit
and Sainio, 2011). The dimensional operating parameters of SMB
scheme were then calculated by using Egs. (1.5)-(1.8), and the
obtained parameters were applied to simulate the steady state

Table 4
Parameters for the model system used in the simulation study.

Parameter System  System
1 2
Fresh feed concentration of component 1, cfF (g/L) 4.0
Fresh feed concentration of component 2, c5F (g/L) 4.0
Total bed length, NcoiLcol (cm) 84.0
Column diameter, D¢, (cm) 2.5
isotherm parameters
K (L/g) 0.025
Hy 25
K> (L/g) 0035  0.050
Hy 35 5.0
Total void fraction of the bed, & 0.7
Axial dispersion coefficient, D,y (cm?/min) 0.213
Mass transfer coefficient of component 1, kq(1/min) 6.0
Mass transfer coefficient of component 2, k»(1/min) 6.0
Fluid flow rate in the single-column processes, Q (mL/min) 125
Volume of the feed pulse in the short-cut design, Vﬁ“'g“ 600
(mL)

purities. For SSR process, mg was selected such that the feed plateau
was not eroded completely during elution. This provides minimum
eluent consumption for a given set of my, m,, ms, and m, parameters
without significant decrease in productivity (Kaspereit and Sainio,
2011). In the case of SMB schemes, the total bed length and the
average fluid flow rate in sections 1-4 were set equal to the column
length and the fluid flow rate of single-column processes, respec-
tively. The total pressure drop in SMB columns was thus equal to that
of fixed bed mode. The parameters m; and m4 were selected such
they guaranteed complete regeneration of solid and fluid phases
because the shortcut design method does not consider overlapping
between the consecutive chromatograms. All simulations were
carried out by employing the transport-dispersive model with the
solid film linear driving force (LDF) approximation to describe the
effects of finite mass transfer rate and axial dispersion (for more
details, see eg. Guiochon et al, 2006). The number of theoretical
plates in fixed bed column, determined under linear conditions for
the less strongly adsorbed component, was 200. The parameters of
the two generic model systems as well as the conditions of the short-
cut design are summarized in Table 4.

The predicted m-parameters as well as the achieved purities of
the product fractions A and B (p4 and p5, respectively) are given in
Table 5. It is seen that the design approach works best when the
purity constraints are low and the separation factor is large. This is
because these conditions provide large column loading that makes
the thermodynamic effects more predominant.

The deviations observed in the cases of high target purities can
be explained by two different factors. First, the single-column
shortcut method provides systematically a slightly too optimistic
estimation for mg and thus for ms as reported in (Siitonen et al.,
2013; Kaspereit and Sainio, 2011). Consequently, the purity of the
first eluting component is lower than the target. It is well known
that this purity is very sensitive to selection of ms due to non-
linear phase equilibrium. The purity pf can hence be easily
increased by slightly decreasing ms. Second, the unified conver-
sion rules derived in this contribution do not guarantee identical
purities for all process configurations under non-ideal conditions
because the units tolerate dispersive effects differently. As a result,
the counter-current SMB schemes lead to higher product purities
when identical m-parameters are used, and the shortcut approach
works even better for them than for the single-column units.

Finally, it is interesting to note that the differences between the
product purities obtained in SSR and SMB 1-1-1-1 units are
generally relatively small. This implies that the operating points
on the (m,, m3) plane with which the target purities are matched
exactly in these two configurations are most probably very close to
each other as well. It is thus expected that the unified conversion
rules provide best results when they are applied to transfer result
between SSR and SMB 1-1-1-1 configurations. This property is
very useful, in particular when the feasible operating conditions
for one scheme are known and the operating parameters for the
other one are needed.

7. Possible extensions of the method

The explicit design equations derived in Section 4 are valid in
the case of ideal conditions for complete separation of a binary
feed mixture that follows linear or competitive Langmuir adsorp-
tion isotherm model. In principle, the approach could be also
applied to more complex cases. However, it is possible that the
dimensionless operating limits are not always identical for all
process configurations.

First, the design method described in Section 4 can be extended
to the cases where the target purities are less than 100%. The
reduced purities can be achieved by using two different strategies
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Table 5

Application of the single-column short-cut design method for different process configurations and purity requirements. Simulation parameters are given in Table 4.

Case System 1 System 2
A B C A B C
Target purities o} P i P i P o} I3 o} I3 v 3
0.980 0.980 0.900 0.900 0.800 0.800 0.980 0.980 0.900 0.900 0.800 0.800
Predicted m-parameters
my 5.050 5.050 5.050 6.840 6.840 6.840
my 2.842 2.280 1.870 2337 1784 1.283
ms 3.141 3.001 3.095 3.959 4.088 4.479
my 1.300 1.300 1.300 1310 1.310 1310
Achieved purities  pj » n » 4 s 4 g 4 g n ]
Batch 0.781 0.962 0.822 0.879 0.783 0.792 0.936 0.977 0.891 0.898 0.800 0.800
SSR 0.813 0.985 0.843 0.902 0.787 0.801 0.944 0.980 0.893 0.901 0.799 0.800
SMB 1-1-1-1 0.841 0.983 0.867 0.913 0.797 0.809 0.948 0.971 0.896 0.895 0.802 0.798
SMB 1-2-2-1 0.885 1.000 0.887 0.977 0.800 0.842 0.987 0.998 0.901 0.923 0.801 0.801

depending on whether the consecutive chromatograms are
allowed to overlap or not. In restrictive case, the process is
operated such that the chromatograms do not overlap, and the
constraints for m; and m, parameters derived in Section 4 are
satisfied. Based on this assumption, a design method has been
developed to calculate the cut times that lead to arbitrary target
purities both for batch (Siitonen et al., 2013) and SSR (Sainio and
Kaspereit 2009; Kaspereit and Sainio 2011) process in the case of
Langmuir isotherm. The dimensionless m-parameters can be
calculated from the cut times by using Egs. (1.9)-(1.12). It has
been shown in (Sainio and Kaspereit, 2009) that there is only a
unique combination of cut times t4> and tg;, and thus m, and ms
values, for which given purity constraints are matched exactly.
The same approach can be easily extended to linear isotherm
systems. In the case of non-restrictive design, overlapping
between the consecutive chromatograms is allowed. It is expected
that the separation region on the (m,, ms) plane depends now on
my, ms, and mg. However, there are no analytical equations
available to calculate the elution profiles of overlapping cycles,
and explicit design equations have not been derived. As already
mentioned, it is possible that the operating boundaries corre-
sponding to reduced purity constraints are not identical for all
process concepts.

Second, dispersive effects such as axial dispersion and mass
transfer resistances play often an important role on the separation
dynamics. In this case, the general criteria on the operating
parameters, Eqs. (16)-(20), are still valid. The range of feasible
m-values can be calculated by employing the simulation approach
that has been used earlier for the design of SMB unit (Migliorini
et al, 1999) and in this work for the validation of the design
equations (see Section 5). The operating boundaries on the (m,,
ms3) plane can be plotted by contouring the region where high
product purities, e.g. 99.9%, are achieved. The model to calculate
the elution profiles can be selected case by case. In the case of non-
ideal conditions, the fluid flow rate often affect the degree of
dispersive effects and hence on the range of feasible m-para-
meters. It is generally known that the number of theoretical plates
required to achieve a desired separation in batch process is higher
than those of SMB and SSR schemes (see e.g. Strube et al., 1998;
Jupke et al., 2002). It is thus expected that the complete separation
region of batch process on the (mj;, ms) plane shrinks most rapidly
when the column efficiency decreases.

Thirdly, the approach described in Section 4 can be applied to
derive design equations for other isotherm models which are
amenable to the treatment based on the equilibrium theory such
as modified Langmuir, bi-Langmuir, and generalized Langmuir
isotherms. Explicit solution of all the design constraints, however,
is not guaranteed. For more complex isotherm models than

mentioned above, for which analytical solution of the equilibrium
model is not available, the operating bounds can be searched by
using the same simulation procedure as in the case of non-ideal
conditions.

Fourthly, the triangle theory can be extended to other fixed bed
and cross-current operation strategies such as other recycling
schemes, gradient elution, ternary separation, and recently intro-
duced bypass operation (Siitonen et al., 2012). In addition, the
approach can be applied to design hybrid process concepts where
chromatography is integrated with other unit operations such as
SSR chromatography with an integrated solvent removal unit,
SSR-SR (Siitonen et al., 2011; Hellstén et al., 2012; Siitonen and
Sainio, 2014), or a combination of fixed bed chromatography,
racemization, and solvent removal (Nimmig and Kaspereit, 2013).

8. Conclusions

The equilibrium theory of chromatography was applied to
extend the triangle theory for the design of batch, steady state
recycling, cross-current, and cross-current recycling processes. The
method allows predicting the region of the feasible operating
parameters that lead to complete separation of a binary mixture,
not only the optimal operating point. Explicit design equations
were derived for systems with linear or competitive Langmuir
adsorption isotherms. The design approach can be extended for
reduced purity constraints, for other isotherms that are amenable
to the treatment based on the equilibrium theory, for other
operation modes such as gradient and bypass operation, and for
chromatography-based hybrid separation units.

The unified design method enables understanding the simila-
rities and differences between different operation modes, espe-
cially the influence of non-linear phase equilibrium on the
separation performance. Under linear conditions, the boundaries
of the feasible dimensionless operating parameters are identical
for all studied fixed bed and cross-current concepts and equal to
those of counter-current SMB unit. In the case of Langmuir
isotherm, the complete separation region on the (m,, ms) plane
and the lower limit of m; are independent of the applied config-
uration whereas the upper limit of m, depends on the process
scheme as well as the volume of the recycle fraction. For all
concepts, the maximum amount of fresh feed that can be pro-
cessed during a chromatographic cycle or switch is equal. How-
ever, any conclusions about the productivities of the processes
cannot be made because optimization of the column length is not
possible within the framework of the equilibrium theory.

The observed equality between the complete separation
regions under ideal conditions allows extending the results
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reported earlier for the SMB unit concerning the choice of the
optimal and robust operating conditions (Mazzotti et al., 1997a) for
the fixed bed and cross-current schemes. The theory enables
analysing the effect of different variables, such as fresh feed
concentrations and isotherm parameters, on the shape of the
complete separation region and hence on the process robustness.
In addition, the unified design method can be utilized to find the
feasible operating parameters for all studied process schemes
when the operating parameters of one configuration are
known. This simplifies the design of multi-column counter-current
and cross-current schemes as well as fixed bed recycling
chromatography.

The derived design equations are limited to the ideal conditions
with assumption of infinite column efficiency. This means that the
theory is most applicable for high performance systems, while
some conclusions may not be valid for systems of moderate or low
efficiency. However, the method provides deep understanding of
the main characteristics of chromatographic processes that is
applicable also for practically relevant non-ideal case where the
dispersive effects play a significant role. Under these conditions,
the general design criteria are still valid, and the effect of column
efficiency can be analysed by using a similar approach as in the
design of SMB unit (Migliorini et al., 1999).
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Appendix A. Derivation of explicit equations to calculate the
complete separation region on the (m,, ms) plane in the case of
Langmuir isotherm for batch and SSR processes

In this appendix, explicit equations to calculate the complete
separation region on the (m;, ms) plane for batch chromatography
and for steady state recycling chromatography in the case of
competitive Langmuir adsorption isotherm model are derived.
All the required equations for w;(7) used in this appendix are
provided by Rajendran and Mazzotti (2011).

Derivation of the operating boundaries is based on the fact that
for Langmuir isotherm the rear part of the chromatogram is
independent of the volume of the feed pulse into the column both
in the case of classical batch chromatography and mixed mode SSR
process (Bailly and Tondeur 1982; Sainio and Kaspereit, 2009).
The amount of component 2 that is collected in the product
fraction B, ng, depends on the cut time 7p; and hence m,, but
not onAzp. It can be thus expressed in form n§ = f(my). Once n§ is
known, the amount of fresh feed that is introduced into the
process during a chromatographic cycle is solved from the mass
balance around the feed node which yields

M= 12 A1)
e (1 *e)chVcol ’
Finally, m5 is solved from Eq. (12)
M3 = My +Mgp (A.2)

The boundary ar on the (m,, ms) plane (Fig. 5) corresponds to
the case where the beginning of the product fraction B, 7, is
located on the pure second component wave, i.e. I"_ characteristic
(Figs. 6a and 7a). The amount of component 2 that is collected in
the product fraction B is solved by integrating /"_ characteristic
from the cut point 75, to the end of the profile. Along the wave @,
remains constant at value H;. The relationship between the cut

time 75; and the corresponding 5! value is obtained from the
propagation velocity of the I"_ characteristic:

2
F(@f)

2

T =1+ + Atg (A.3)
The concentration profile of component 2 is integrated by

using the substitution t=f(w,). The resulting expression for n§ is

given by

@ (Tp2)

C2(7) dr=¢Vq / Co(t(2))7' (w3) dw;

Tp1 Jw(Tp1)

2
V[ v A4

To solve the amount of fresh feed, the relationship between m,-
value and the cut time 73y, Eq. (1.10), is substituted into Eq. (A.4)
and the resulting expression is substituted into Eq. (A.1). Some
rearrangement gives

(vAz - i)’

K, 12"F

B 3
n,=¢ Vol

1

T K

Mpp = (A.5)
The equation for the boundary ar is obtained by substituting
Eq. (A.5) into Eq. (A.2) which yields

(v i)’

mz =my+
KchF

(A.6)

In the line rw, the cut point zp; is located on the pure second
component plateau (Figs. 6b and 7b). To calculate the amount of
component 2 in product fraction B the rear part of the elution
profile is integrated piecewise. Again, along the pure second
component wave, @; parameter remains constant and the sub-
stitution t=f{@,) is used. In the pure second component plateau,
¢, is constant and the integral term is replaced by c>(7p)(7p—751),
where cy(7p) is the concentration of component 2 at the pure
second component plateau and 7p is the end of the pure second
component plateau given by Golshan-Shirazi and Guiochon
(1989c¢)

F(@5)?

2

p=1+ + Az (A7)

The resulting expression for n5 is

Tp TB2

n5 = eV [/ (1) d‘r+/ (1) dr]
1 P

0> (Tp2)

=&Vl {Cz (Tp)(Tp—Tp1) + C2(T(@2))T (@2) dwz]

Jws(Tp)
2 2
(Ha—off) (1 F(@f) F(H, - k)
=€V 1 Atp— —
£ col|: CU;FKZ + H, +ATF—1Tp |+ HyKy

(A.8)

To solve the amount of fresh feed Eq. (1.10) is substituted into
expression of n5, Eq. (A.8), and the resulting equation is substi-
tuted into Eq. (A.1)

@fF(Hy —Hy)(@fF —my)
T Hi(H-off)

The boundary rw is obtained by substituting Eq. (A.9) into
Eq. (A2)
_ CUI]:FCOEF(HZ —Hi)+myH, (H] —wa)
- Hi (Hy —fF)

Mg (A.9)

ms (A10)

The boundary bw corresponds to the lower limit of the cut time
7p1. It is obtained when 73, is equal to the end of the elution profile
of the first component, 7z;. Expression for 7z; depends on the
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resolution between the elution bands. In batch chromatography,
the components are completely separated in the column to
achieve 100% product purities (Fig. 6d). The cut time 7, is given by

FFy/FF
KV Az,
(Hz—H1)(1—€)Veq

To calculate the amount of fresh feed the above Eq. (A.11) is

substituted into the definition of m, parameter, Eq. (1.10), and V/*

is solved. The resulting equation is
_ (Hy—Hy)(H1 —my)

H] KzC’Z:F

Tp1 = Tp1 = 1+FH, (1 (A.11)

Mg (A.12)

Substitution of Eq. (A.12) into Eq. (A.2) leads to the following
expression for ms; parameter:
. = H1(H2—H) —m; [Ha—H1 (1+K25F)]
3= Hy K, cEF

(A13)

In the case of SSR chromatography, the components are
typically not completely separated. The end of the first component
band, and thus the cut time 7p,, is equal to the beginning of the
second component plateau (Fig. 7d). The cut time 75, is given by

Fw5H,

Tg1 =Tp1 = 1+ +ATF (A14)

2
where ¥ corresponds to the steady state feed composition. The
amount of component 2 in the product fraction B is obtained by
integrating piecewise the elution profile of the second component

ns=eVe [ / ’ c(7) dr+ / " c2(7) dr]
JTpy JTp

@>(Tp2)

=€Vl [CZ(TP)(TP*Tm)Jr/ C(T(@2))T' (@) dw;

@5(Tp)
(Hy —wh)(Hy —Hy)

=7 (1-8V

K, (A.15)

The amount of fresh feed is solved from the set of Egs. (1.10),
(A1), (A14), and (A.15) which yields

_ (Hy—Hy)(H1 —my)

Mg
H, KzC’Z:F

(A.16)

As seen by comparing Egs. (A.16) and (A.12), the amount of
fresh feed as a function m, along the line bw in SSR process is
equal to that of batch process. For this reason, also the relationship
between m; and m, parameters must be identical and given by
Eq. (A13).

Finally, equations to calculate the critical points, a, b, r, and w,
are solved from intersections of the lines ab, rw, bw, and the curve
ar. This leads to equations reported in Table 2.

Appendix B. Derivation of an explicit equation to calculate the
upper limit of m, for SSR process in the case of Langmuir
isotherm and large recycle fraction

The upper limit of m4 for SSR process in the case of Langmuir
isotherm and large recycle fraction can be solved from the mass
balance of the first component. When m3® is large and the cut
point 74, is located on the pure first component plateau, the

amount of component 1 in the product fraction A is given by
nf = eV} (a2 — 1) (B.1)

where ¢/ is the plateau concentration of component 1. At steady
state, this quantity must be equal to the amount of component
1 that is introduced into the process during a cycle which yields

A ap —tr1) = FciF(m3 —my) (B.2)

The relationship between 7g; and ¢} is given by the propagation

velocity of the first shock (Golshan-Shirazi and Guiochon, 1989c¢)
FH,

=14+—— B.3
=1+ a (B.3)

To solve the upper limit of m3®, ¢ is solved from Eq. (B.3) and
substituted into Eq. (B.2). The cut point z4;is set equal to 7g; and
solved from the resulting equation. This yields to the following
boundary for m$R

1
myR < j{mgm +Hy + K cfF (m3*R — m3SR)

— / [mSR 4 Hy K EF (SR — mSSR) |2 — 4mSSRH, } (B.4)

The above constraints is identical to that of SMB process given
in (Mazzotti et al., 1997a).

Appendix C. Supporting information

Supplementary data associated with this article can be found in
the online version at http://dx.doi.org/10.1016/j.ces.2014.10.004.
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ABSTRACT

The robustness of a hybrid separation process where the performance of mixed-recycle steady
state recycling chromatography is enhanced by integrating it with a solvent removal unit is
analysed theoretically and by means of numerical simulations. The equilibrium theory of
chromatography is applied to derive equations for boundaries of feasible operating parameters
in such a hybrid process. Visualization of the feasible operating parameter ranges helps in
analysing the influence of various physical and process parameters of robustness of an
operating point. It is observed that process robustness can be improved by adjusting the
solvent removal capacity or the cut times. When the solvent removal capacity increases, the
region of feasible cut times becomes narrower due to increased non-linearity of the system.
This makes it more difficult to maintain robust operation.

Keywords: steady state recycling, solvent removal, robustness, equilibrium theory,
unified design



1 Introduction

One of the most promising approaches to improve the performance of preparative and large
scale chromatographic separations is process integration where two or more unit operations
are combined. Many potential chromatography-based hybrid concepts have been proposed
such as coupling of chromatography with crystallization [1-9], chemical reactions [10-17],
partial solvent removal [18-22], or combinations of them [23, 24].

Robust design and operation of the hybrid separation processes is challenging due to
interactions between the coupled units. In industrial applications, the processes must tolerate
at least to some extent fluctuations in the uncontrollable process variables and chemico-
physical properties. Such fluctuations may originate, for example, from contamination or
chemical modification of the stationary phase in the chromatographic unit that leads to
changes in the adsorption behaviour, from enzyme inactivation that decreases the conversion
in the reactor, or from membrane fouling that affects the permeate flux and the membrane
retention in solvent removal. The fluctuations in the individual unit operations propagate
through the system, and affect the performance of the whole integrated process. This is the
case especially for integrated processes with internal recycle streams.

Process integration, on the other hand, provides also new, alternative ways to enhance process
robustness. For example, it has been recently demonstrated that robustness of hybrid process
concepts where SMB chromatography is coupled with crystallization and solvent removal [9]
or chemical reaction and solvent removal [17] can be improved by manipulating the solvent
removal rate. There is thus an obvious need to understand how different operating parameters
of coupled units interact with each other.

The robustness of classical multi-column simulated moving bed (SMB) scheme has been
conveniently analysed by using the established triangle theory [25, 26] that is based on the
equilibrium theory of chromatography with an assumption of infinite column efficiency. The
method allows predicting the range of feasible operating parameters that lead to desired
separation. It has been applied successfully for the design of SMB process both in the cases of
stand-alone separations [27, 28] and coupled processes, such as combination of SMB unit
with crystallization [6], bioreactor [15], or partial solvent removal [19].

The robustness studies of single column chromatographic schemes have commonly been
based on numerical simulations employing, for example, fractional design [29, 30] or
stochastic methods [31]. In contrast, almost all of the theoretical studies have been focused on
the selection of the optimal operating parameters only, whereas robustness has been rarely
analysed using equilibrium theory. The recently introduced Unified Design approach [32]
facilitates presenting the operating parameter spaces of batch, steady state recycling (SSR),
and cross-current chromatographic schemes in the same way as in the triangle theory of
counter-current chromatography. The Unified Design approach therefore enables selecting
robust operating parameters for the chromatographic separation unit also in hybrid processes.

In this work, we will focus on analysing the robustness of a hybrid separation process where
mixed-recycle SSR chromatography is integrated with a solvent removal unit (SSR-SR) [20].
In SSR-SR concept, the internal recycling stream of SSR unit is concentrated by removing
part of the solvent, for example, with membrane filtration or evaporation. This leads to
increased productivity and decreased eluent consumption as demonstrated in [20-22]. In
earlier works [20, 22], a method has been developed to calculate the optimal cut times as well



as the range of feasible solvent removal capacity and the volume of the feed pulse that
corresponds to arbitrary purity and solvent removal constraints by using the equilibrium
theory of chromatography. The robustness of SSR—SR concept has not been analysed in detail
until now.

The main objective of this contribution is to provide a theoretical frame for robust design of
SSR-SR units. For this purpose, the Unified Design approach [32] is used to present the
method developed earlier for the design of SSR-SR setup [20, 22] in a form analogous to the
triangle theory in order to analyse the robustness of the SSR-SR process. The effect of
solvent removal capacity on the range of feasible cut times is of special interest. The influence
of dispersive effects on the operation of SSR-SR process is studied by means of numerical
simulations. The separation of EMD 53986 enantiomers is used as a model system.

2 SSR-SR process

A schematic setup of SSR—SR concept studied in this work is illustrated in Fig. 1. The process
is based on the mixed-recycle SSR scheme. At periodic time intervals, a pulse of feed mixture
with known duration, Atr, is introduced into a chromatographic column and eluted
isocratically with solvent S, called eluent. The column effluent is fractionated into a product
fraction A containing an excess of the less adsorbed component 1 (between ta1 and ta2), an
unresolved recycle fraction R (between ta2 and ts1), and a product fraction B containing an
excess of the more retained component 2 (between tg1 and ts2). The recycle fraction is
directed to an intermediate reservoir and mixed with fresh feed FF. To increase the
performance of a stand-alone SSR process the mixture is concentrated by partially removing
solvent from it, e.g. with membrane filtration or evaporation, and the concentrated mixture is
introduced into the column feed tank F. The solvent removal unit is operated in a continuous
manner. In the case of membrane filtration, part of the membrane concentrate, called
retentate, can be recycled back to the inlet of the membrane unit. This allows maintaining the
cross-flow velocity across the membrane to prevent concentration polarization irrespective of
other process parameters which can vary with time or feed composition.

It is worth noting that there exist also several other ways to implement an SSR-SR process.
As an alternative to the concentration of the mixture of fresh feed and recycle streams, solvent
can be removed directly from the recycle fraction or from the fresh feed before mixing [20].
The removed solvent can be used as eluent to reduce the need of fresh eluent provided that the
removed solvent is pure. Moreover, it is possible to direct the concentrated solution from the
solvent removal unit back to the intermediate mixing tank and use that reservoir as a feed tank
for the chromatographic step. This reduces the number of needed reservoirs but causes back-
dilution. In this study, we will focus on the concept shown in Fig. 1 since it typically offers
the highest productivity [21, 22]. The theory discussed in Section 5, however, is applicable for
analysing the robustness of other SSR—SR configurations as well.

The most common industrial solvent removal methods are evaporation, distillation, and
pressure driven membrane filtration processes such as ultrafiltration, nanofiltration, and
reverse osmosis. In all solvent removal methods, there may occur some fouling and/or
scaling that affect the process stability. Membrane fouling may be a severe problem,
especially in the filtration of organic macromolecules or colloidal particles. The solutes
deposit onto the membrane surface or into the membrane pores and decreases the filtration
flux over time. As to the evaporation, fouling and scaling of heating surfaces may impede the
heat transfer and so decrease the solvent removal capacity. Fouling and scaling can be



reduced by cleaning, appropriate choice of the membrane properties and the filtration module
or the evaporator type, and controlling the operating conditions.
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Fig. 1.  Schematic setup of an SSR-SR process configuration where recycle fraction and
fresh feed are mixed before membrane filtration. The membrane unit is operated in
a feed and bleed mode. Solid line: continuous flow. Dashed line: discontinuous
flow.

3 Process models

In this study, two different process models are used. The theoretical analysis of process
robustness (Section 5) is based on the equilibrium theory of chromatography with an
assumption of infinite column efficiency. The analysis is not limited to any special solvent
removal method, but is valid as far as the solute yields in the solvent removal unit are
complete, i.e. removed solvent is pure. To study the influence of dispersive effects on the
selection of robust operating parameters (Section 6), a non-ideal process model is used, taking
into account the role of mass transfer resistance and axial dispersion. To model the solvent
removal unit, it is assumed that membrane filtration is applied to remove solvent.

3.1 Ideal process model

In the ideal model of chromatography, the mass transfer resistance and the dispersive effects
are neglected and the fluid velocity along the column is assumed to be constant. The mass
balance for an individual solute i is given by
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where c; is the fluid phase concentration of solute i, g is the stationary phase concentration
that is in equilibrium with the fluid phase, F is the phase ratio (F = (1—¢)/¢ with & being the
total void fraction of the bed), u is the interstitial velocity (u =L, /t, with Lco being the

column length and to being the retention time of a non-retained component), t is the time, and
x is the column axial coordinate. The discussion in Section 5 is limited to binary systems that
follow the competitive Langmuir adsorption isotherm model
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where N;i and K; are the saturation capacity and the equilibrium parameter of solute i,
respectively.

The initial and boundary conditions of the model are given by

¢(xt=0)=0 for0<x<L,, ©))
¢(x=0,t)=cf for0O<t<At, (4)
¢(x=0,t)=0 fort>At, (5)

In theoretical analysis presented in Section 5, it is assumed that the concentrations of the
solutes i = (1, 2) in the feed reservoir, ¢, are constant during an injection. In addition, it is

assumed that the solvent removal unit works ideally such that the removed solvent is pure.
The column feed concentrations are calculated from the following mass balances:

FF R
F_ G Ve +GVg
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In the above equations, ¢/* is concentration of solute i in the fresh feed, ¢! is the volume-

average concentration of solute i in the recycle fraction, Ver is the volume of fresh feed
introduced into the process during a chromatographic cycle, Vr is the volume of recycle
fraction, Qcol is the volumetric flow rate of fluid phase in the column, Vsr is the volume of
removed solvent per cycle, Qsr is the solvent removal rate, and Ateycle IS the cycle time, i.e. the
time interval between the subsequent feed pulses, given by

Atcycle = tBZ _tAl (10)



The model equations form a system of two homogeneous quasilinear partial differential
equations. When Riemann boundary conditions (see Egs. (3)—(5)) are used, the model can be
solved analytically by the method of characteristics (see e.g. [33-36]).

3.2 Non-ideal process model
In the non-ideal process model, a transport-dispersive model with the solid film linear driving

force model is applied to describe the finite mass transfer rate in the chromatographic column.
The component mass balances are given by

2
o, +u%+ F o _ D,, 0 ii (11a)
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where Dax is the axial dispersion coefficient and k; is the mass transfer coefficient of solute i.
The initial and boundary conditions of Eq. (11) are given by Egs. (3)-(5).

The transport of solvent and solutes through the membrane are described by solution—
diffusion model, and the concentration polarization effect is neglected. In practice, however,
any other membrane model could be used as well. The solvent flux, Js, and the solute flux, Ji,
are given by

J s = BS (Apmemb - Aﬂ-) (12)

— Bi (C_memb _ Ciperm) (13)

where Bs and B; are the permeabilities of solvent and solute i, respectively, APmemn is the
transmembrane pressure, Az is the osmotic pressure, ¢™™ is the concentration of solute i in
the membrane feed, and ¢”™ is the concentration of solute i in the permeate. The osmotic

pressure is described by van’t Hoff equation which is applicable for dilute low molecular
weight solutions considered in this work (for more details see e.g. [37]):

Az =RT Z(cimem" —cPm) (14)

where R is the gas constant and T is the temperature. The solvent removal rate and the
permeate concentrations are given by

QSR = Qperm = Amemb‘]S (15)

J.
C'perm _ i 16
I (16)

i
S

where Amemb is the membrane surface area.



The flow rates into the membrane unit, Qmemb, the total retentate, Qrettot, and the retentate that
is fed from the membrane unit to the column feed tank, Qretfeccd, are calculated from the
following volume balances:

Qmemb = Qmix + Qret,rec (17)
Qret,tot = Qmemb - Qperm (18)
Qret, feed — Qret,tot - Qret,rec (19)

where Qmix is the flow rate from the intermediate mixing tank to the solvent removal unit and
Qret,rec is the flow rate of the recycled retentate. The solute concentrations in the streams are
given by

perm ret,tot
memb __ Ci Qperm + Ci Qret,tot 20
i= (20)
Qmemb

mix __~berm
ret,tot __ Cret,feed Ci Qmi>< Ci Qperm

i i = (21)
Qret, feed

C

To model the eluent (E), column feed (F), and mixed fraction (mix) reservoirs, perfect mixing
is assumed. This yield to the following material balances:

Vi . .
-YQi-Xak 22)
dn/ _d(VjCij)_ ind iai

dt - dt _zQinCi,in onutCi,out (23)

where V’, n), and ¢/ denotes the volume of solution, the amount of solute i, and the
concentration of solute i in the reservoir j, respectively.

The model equations were implemented in Matlab and solved with finite difference methods
by discretizing the time and the column axial coordinates. The transport-dispersive model of
chromatography, Egs. (11a) and (11b), were integrated by using an explicit backward-forward
scheme, where the axial dispersion term is approximated numerically by the step size in the
spatial discretization. For the reservoirs mass balances, Eqs (22) and (23), the Euler method
was applied.

4 Design specifications

In the following discussion, it is assumed that the dimensions of the chromatographic column
and the fresh feed concentrations are fixed and the packing properties and the isotherm
parameters are known. A binary mixture is separated in isocratic mode into two fractions with
user-given purity requirements. The purity constraints of the fractions are defined as follows:
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where p; is the purity of component i in the fraction j = (A, B), and n/ is the amount of
component i in the fraction j.

For the SSR-SR process, there exist the following freely adjustable operating parameters: (1)
the duration of the feed pulse into the chromatographic column, At", (2) the four fractionation
times ta1, ta2, te1, and tgz, (3) the volumetric flow rate of the mobile phase in the column, Qcor,
and (4) alternatively the volumetric flow rate of removed solvent, Qsg, or the amount of fresh
feed processed during a chromatographic cycle, Ver. In accordance with the Unified Design
approach [32], these operating parameters are expressed in dimensionless form that allows
representing the design space in the same way as in the triangle theory of counter-current
chromatography (see e.g. [26, 38, 39]) as follows:

_ tg, — At —t, — Quor (tsz — At )_‘SV

col
= (26)
' Fto (1_ 8)\/col
m. = tBl _AtF _to — Qcol (tBl _AtF )_ 5Vco| (27)
’ FtO (1_ 8)\/col
m. = tAZ _tO — QcoltAZ _Wcol (28)
’ FtO (1_ g)\/col
m = tAl _to — QcoItAl B ‘gvcol (29)
‘ FtO (1_ g)\/col
m, = tBl _tAZ — VR (30)
I:tO (1_ g)\/col
At
KSR — Vi _ QSR cycle (31)

Ve Ve

where Vol is the column volume. Parameters mi, mo, ms, and ms denote the dimensionless
fractionation points, mr is the volume of the recycle fraction with respect to the volume of the
stationary phase, and Ksr is dimensionless solvent removal capacity. The beginning and the
end of the product fraction A (mz and my) are expressed in time relative to the beginning of the
feed pulse whereas the beginning and the end of the product fraction B (m1 and my) are given
in time relative to the end of the feed pulse. The dimensionless amount of fresh feed
processed per cycle is given by

V m,—m
mFF — FF _( 3 2) (32)

(1_5)‘/col - (1_ KSR)
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In order to achieve positive fresh feed flow, mz must be lower than ms when Ksg < 1, and
larger than mz when Ksg > 1. In a special case of Ksr = 1, mz and mz must be equal, right hand
side of Eq. (32) has no defined value, and mrr must be chosen independently.

For a given mobile phase flow rate, the duration of the feed pulse, the four cut times, and the
solvent removal rate can be calculated as follows:

At, = o~ Ft,(m; —m, +m,) (33)
t, =t,(Fm, +1) (34)
t,, =t,(Fm, +1) (35)
ty, =t,(Fm, +1)+ At, (36)
tg, = t,(Fm, +1)+ At, (37)
Qq = (1;:)/00' K sMee (38)

The extent of solvent removal is often limited by various factors. The maximum concentration
achievable in the membrane filtration unit may be limited by solubility of the components or,
if solubility is high, osmotic pressure. The maximum concentration of the column feed, on the
other hand, may be limited by solubility or viscosity. When the solvent is removed from the
column feed (Fig. 1), the solvent removal constraints can be expresses in the following
general form:

glch.cf)<o (39)

5 Robust design of SSR-SR process under ideal conditions

The design of mixed-recycle SSR and SSR—SR processes based on the equilibrium theory of
chromatography has been discussed extensively elsewhere [20, 22, 32, 40]. Here only the
most relevant aspects and novel developments are summarized. The design method is then
applied to analyse the robustness of SSR-SR unit.

The design procedure of SSR-SR process has two steps. The first task is to select the
dimensionless solvent removal capacity and volume of the recycle fraction. Alternatively, one
can choose the amount of fresh feed that is processed during a chromatographic cycle and the
volume of the feed pulse. Equations to calculate the range of feasible operating conditions that
corresponds to arbitrary purity and solvent removal constraints under ideal conditions have
been derived in [20, 22]. In the original works, the operation region is represented on a
dimensional (Vrr, VF) plane, but equations to calculate the corresponding solvent removal
capacity and the volume of the recycle fraction have also been provided. When Ksg and mg
are chosen, the corresponding Vrr and Vr can be calculated form Egs. (32) and (33),
respectively.
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The second design step is to select the cut times. The boundaries of the feasible cut points can
be given in dimensionless form that is analogous to the criteria of the dimensionless flow rate
ratios applied in the triangle theory of multi-column SMB process. Explicit equations to
calculate the optimal cut times with which user-given purity requirements are exactly matched
have been derived for SSR process in [40] and for SSR-SR process in [20]. Recently,
Siitonen and Sainio [32] have extended the approach for predicting the whole range of cut
times that lead to complete separation of a binary mixture in batch or SSR process. It has been
shown [32] that the boundaries of dimensionless cut times of SSR process are identical to the
boundaries of dimensionless flow rates of SMB process.

The feasible range of dimensionless cut times is conveniently represented on (mz, ms) plane
shown in Fig. 2. The complete separation region, where the purities of both product fractions
are 100%, is a triangle-like domain limited by three straight lines ab, bw, rw, and a curve ar.
In general case, the shape and size of the complete separation region depends on the fresh
feed concentrations, isotherm parameters, solvent removal capacity, and volume of the
recycle fraction. In the case of competitive Langmuir isotherm and ideal conditions, however,
the boundaries become independent of mr [32].
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Fig.2.  Complete separation region in SSR-SR process on the (m2, m3) plane under ideal
conditions. Solvent removal capacity: (a) Ksr = 0.2, (b) Ksr = 1.3. Fresh feed

concentrations: ¢~ = c¢f* =5 g/L. Isotherm parameters: Hi = 2.0, H, = 2.5, Ky =
0.020 L/g, and K2 = 0.025 L/g.

In practice, the boundaries of the complete separation space of SSR-SR process on the (my,
ms) plane can be calculated with the equations of SSR chromatography by replacing the value
of a characteristic parameter w> at fresh feed state by w> that corresponds to the slope Ef of
I+ characteristic passing through the steady state feed composition when no pure products are
recycled (denoted as @; ) [20, 22]. Explicit equations that have not published before to

calculate the range of mz, ms, and mer that lead to complete separation for SSR—SR process
are summarized in Table 1. In the case of Ksr = O, the equations reduce to those reported in
[32] except that the equations for lines bw and rw, Egs. (1.4) and (1.5), are expressed in
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different form compared to the original work to make the expressions simpler for SSR-SR
scheme.

Table 1 Equations to calculate the boundaries of the complete separation region on the
(m2, m3) and (m2, meg) planes for SSR—SR processes.

TF_ 77"‘\/772 _4K1K2H1H2C1FF02FF

slope £F EF (1.1)
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The optimal operating parameters of SSR-SR process discussed in previous works [20, 22]
are very sensitive to various kinds of disturbances because they are commonly located on the
boundary of the feasible operating region. Firstly, perturbations in the flow rates or in the cut
points and uncertainties in the estimation of the column dimensions or the total void fraction
of the bed may modify the dimensionless operating parameters and the operating point may
move outside the feasible region. Secondly, perturbations in the fresh feed concentrations and
inaccuracies in the estimation of isotherm parameters alter the shape and the location of the
feasible operating region. The actual feasible separation region differs from the operating
domain predicted by the design equations, and it may not include the selected operating point.
In both cases, the purity constraints are not satisfied. On the other hand, fluctuations in the
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solvent removal capacity, in the fresh feed concentrations, or in the recycle fraction
composition may lead to violation of the solvent removal constraints. As a result, the
components may precipitate in the unit, the osmotic pressure may become excessively high
leading to significant decrease in the membrane flux, or the viscosity of the feed solution may
increase too much leading to viscous fingering or too high pressure drop.

The developed design methods can be used to select the robust operating conditions for SSR—
SR process. The robustness of the concept can be improved by adjusting the solvent removal
rate or the cut points. The effect of Ksr on the process robustness is demonstrated in Fig. 3
and 4. It is seen that the adjustment of the solvent removal rate affects the process robustness
in two different ways. Firstly, when the solvent removal rate decreases, the feed
concentrations in the column decrease (Fig. 3). As a result, the solvent removal constraints,
such as solubility, osmotic pressure, or viscosity limits, are not violated so easily. The upper
limit of Ksr depends on the volume of the recycle fraction. When mr is relatively low (below
the dotted line in Fig. 3), the feed plateau is not recycled and the steady state feed
concentrations decrease with increasing mr due to dilution of recycle stream. At the same
time, the upper limit of Ksr increases. When mg is high and part of the feed plateau is
recycled, the steady state feed concentrations as well as the upper limit of Ksr are independent
of mg.
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Fig. 3.  Region of feasible Ksr and mr values for SSR-SR process when the solvent
removal constraint is ¢ +c; <40 gL . The contour lines show the total steady

state feed concentration. The steady state feed concentrations are independent of
mr when the feed plateau is recycled (above the dotted line). Same fresh feed
concentrations and isotherm parameters as in Fig. 2.
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Secondly, the solvent removal rate has a significant effect on the shape of the region of
feasible cut times (Fig. 4). When Ksr < 1, i.e. the amount of removed solvent is lower than the
amount of processed fresh feed, the feasible operating region on the (m2, ms) plane is located
above the diagonal msz = m;y (Fig. 4a). On the other hand, when Ksr > 1, positive fresh feed
flow is achieved with mz > ms. In a special case of Ksg =1, the operating region on the
(m2, m3) plane shrinks to the diagonal. In that case, it is more convenient to use (m2, mrr)
plane instead of (m2, ms) coordinates (Fig. 4b). It is interesting to note that the complete
separation regions with different Ksr values overlap on the (m2, mer) plane such that the
operating domain with a given Ksr always covers the regions with lower Ksg values. When
Ksr and thus the column feed concentrations increase, the operation region on the (mz, ms)
and (mz, mgr) planes becomes narrower due to increased non-linearity of the system. This
makes it more difficult to find robust cut times with which the distance from the operation
boundaries is large enough.

To select the robust cut times, the operating point on the (mz, m3) plane must be adjusted
towards the diagonal from its optimal value. At the same time, the amount of fresh feed
processed with a given amount of eluent decreases. As a result, the recycle fraction becomes
more dilute and the solvent removal constraints are not violated so easily when the
dimensionless solvent removal capacity is kept constant. In practice, it is also beneficial for
robustness to adjust the beginning of the product fraction A, ms, and the end of the product
fraction B, my, such that a small safety gap exists between the consecutive chromatograms.

The (m2, m3) plot helps to select the direction in which it is beneficial to shift the operating
point to make the process more robust. The direction depends strongly on non-linearity of the
system, i.e., the fresh feed concentrations, the isotherm parameters, and the solvent removal
capacity. When the solvent removal capacity and the fresh feed concentrations are relatively
low, m2 must be increased and mz decreased. The increase in my with respect to the decrease
in mz must be the stronger the higher the steady state feed concentrations are. Under very non-
linear conditions, both m2 and ms must be increased.

Finally, it is worth noting that when the solvent removal rate decreases or the cut times on the
(m2, m3) plane are adjusted towards the diagonal, the amount of processed fresh feed
decreases. Moreover, adjustment of my and m4 values to obtain longer safety gap between the
consecutive chromatograms increases the cycle time. In all cases, the process productivity
decreases and the specific eluent consumption increases. The selection of the operating
parameters is thus always a trade-off between the process performance and robustness.
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6 Operation of SSR-SR process under non-ideal conditions

The effect of finite column efficiency on the operation of SSR-SR process was studied by
means of numerical simulations by using the non-ideal process model described in Section
3.2. The separation of EMD 53986 enantiomers was used a model case. The selection of
robust mz and ms parameters were of special interest since it is the most critical step in the
design procedure. For this reason, m1 and ms were selected with a sufficient safety margin that
guarantees that the consecutive chromatograms did not overlap. For SSR and SSR-SR
schemes, the volume of the recycle fraction was chosen such that the feed plateau prevailed.
This provides minimum eluent consumption for a given solvent removal capacity without
significant decrease in productivity [22, 41].

The adsorption equilibrium of EMD 53986 enantiomers in 100% ethanol on amylose-tris(3,5-
dimethylphenylcarbamate) stationary phase is characterized by modified competitive
Langmuir model [42]. In this study, the modified Langmuir isotherms were approximated
with competitive Langmuir model. The resulting isotherm parameters as well as other
simulation parameters are summarized in Table 2. The separation factor of the system is
relatively high, o = Ha/Hy = 2.34.

To study the influence of dispersive effects on the process operation, the mass transfer
coefficients were varied between 4.32-163.2 min~!. As to the number of theoretical plates of
the column, NTP, determined under linear conditions for the less strongly adsorbed
component, this corresponds to variation from 50 to 500 plates.

In SSR-SR scheme, the dimensionless solvent removal capacity Ksgr, i.e. the amount of
removed solvent with respect to the processed fresh feed, was kept constant at 0.625. In the
optimal operating point predicted by the equilibrium theory, the total steady state feed
concentration increased to the level of 6.2-6.4 g/L. The solute retention in the membrane
filtration was assumed to be 0.98.
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Table 2 Parameters for EMD 53986 model system.

Parameter Value
fresh feed concentrations, ¢ (g/L) 15
column length, Lcor (cm) 15.0
column diameter, Dcor (Cm) 1.0
isotherm parameters:

K1 (L/9) 0.0672
N1 (g/L) 112.32
K2 (L/9) 0.251%
N> (g/L) 72.8
total void fraction of the bed, ¢ 0.72°
axial dispersion coefficient, Dax (cm?/min) 0.036
mass transfer coefficients, ki (min™") 4.32-163.2
eluent flow rate, (mL/min) 1.8
membrane area, Amems (CM?) 4.37-84.6
solvent permeability, Bs (L/(m? h bar)) 0.5
solute permeability, Bi (L/(m? h)) 0.1
effective pressure, APmemp — Am (bar) 10.0

2 pest fit of Langmuir isotherm model to the isotherm data in [42]
® value from [42]

The effect of limited column efficiency on the size and shape of the complete separation
region for batch, SSR, and SSR-SR processes is demonstrated in Figs. 5-7. The domains
where the purities of both product fractions are more than 99% are denoted by black circles.
As expected, the separation region under non-ideal conditions approaches the ideal region
predicted by the equilibrium theory when the column efficiency is relatively high (Figs. 5a,
6a, and 7a). When the column efficiency decreases, the operating regions corresponding to
given purity values shrink and higher deviations from the ideal case are observed. It is worth
noting that the model system studied here is characterized by a relatively high separation
factor. It is expected that the complete separation region would shrink more rapidly with
decreasing column efficiency when the separation factor is low.

As seen in Figs. 5-7, the bottom left corners of the complete regions shrink most rapidly
when the column efficiency decreases. This is because the tail of first component band
broadens easily due to dispersion, and contaminates the product B. The behaviour is similar to
that reported earlier for SMB process in [43], which is as expected based on the results
obtained by Siitonen and Sainio using the Unified Design method [32]. In practice, this means
that it is most beneficial to make the processes more robust by decreasing the amount
processed fresh feed mrr, while keeping the value of ms near its upper limit.
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NTP: = 500 and (b) NTP1 = 50. Solid line: complete separation region under ideal
conditions.



a)

o Pz 9%

. 9% <p < 99%
L 0% <p < 95%
. 80% <p . <90%

v 0% <p . < 80%

P <70%

min

Fig. 7. Product purities for separation of EMD 53986 enantiomers in SSR-SR process.
Symbols: product purities under non-ideal conditions when (a) NTP1 = 500 and (b)
NTP:1 = 50. Solid line: complete separation region under ideal conditions.

When NTP: = 50 and the processes are operated in their optimal operating points of the ideal
complete separation regions (i.e. in the vertexes of the triangles shown in Figs. 5b, 6b, and

7b), the achieved product purities are in batch process p,* = 0.955, ps = 0.945, in SSR

process p;* = 0.966, p; = 0.950, and in SSR-SR process p,* = 0.986, pS = 0.950. The
relatively high purities can be explained by the relatively large separation factor. It enables to
use large column loadings even in batch process, which make the separations less sensitive to
dispersive effects. The highest product purities are obtained in SSR-SR scheme even though
its complete separation region predicted by the equilibrium theory is the narrowest one. This
is because the steady state feed concentrations are higher than in SSR process, and the
thermodynamic effects are thus more predominant.

7 Conclusion

In this work, the robustness of mixed-recycle SSR chromatography with an integrated solvent
removal unit was investigated theoretically and by means of numerical simulations. The
equilibrium theory and the Unified Design approach were applied to investigate the selection
of robust operating conditions under ideal conditions. The influence of column efficiency on
the product purities was evaluated quantitatively by using the separation of EMD 53986
enantiomers as a model system.

The theoretical analysis revealed that the process robustness can be improved by adjusting the
solvent removal capacity or the cut times. When the solvent removal capacity decreases, the
region of feasible cut times becomes wider due to increased linearity of the system, and it is
easier to find the robust operating conditions that lead to desired product purities. At the same
time, the steady state feed concentrations decrease, and the solvent removal constraints, e.g.
solubility of the components, are not violated so easily. The other option to increase the
process robustness is to adjust the cut times such that the amount of fresh feed decreases. The
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direction in which the cut times must be tuned depends strongly on the non-linearity of the
system. In both options, however, the process productivity decreases and the eluent
consumption increases as demonstrated in earlier works [20-22]. The selection of operating
parameters is thus a trade-off between the process robustness and performance.

In the simulation study, it was demonstrated that the shapes and locations of the complete
separation regions for batch, SSR, and SSR-SR processes approach those predicted by the
equilibrium theory when the column efficiency is relatively high. As expected, the influence
of finite column efficiency on the product purities is the higher the lower the column loading
is. It was observed that the SSR—SR scheme is less sensitive to finite column efficiency than
conventional SSR process due to higher steady state feed concentrations.

As demonstrated with the EMD 53986 model system, dispersive effects have a significant
influence on the product purities, and they cannot be neglected in the process design.
However, we believe that the equilibrium theory based analysis presented in this work
provides general guidelines for selection of robust operating conditions for SSR—SR process
and helps to understand the effect of different process parameters on the process robustness.
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