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Abstract: We previously reported on a new counter-current chromatography (CCC) operating mode
called closed-loop recycling dual-mode counter-current chromatography (CLR DM CCC), which
incorporates the advantages of closed-loop recycling (CLR) and dual-mode (DM) counter-current
chromatography and includes sequential separation of compounds in the closed-loop recycling
mode with the mobile x-phase and in the inverted-phase counter-current mode with the mobile
y-phase. The theoretical analysis of several implementations of this separation method was carried
out under impulse sample injection conditions. This study is dedicated to the further development
of CLR DM CCC theory applied to preparative and industrial separations, where high-throughput
operation is required. Large sample volumes can be loaded via continuous loading within a specified
time. To simulate CLR DM CCC separations with specified sample loading durations, equations are
developed and presented in “Mathcad” software.

Keywords: closed-loop recycling chromatography; dual-mode counter-current chromatography;
model-based design; separation of complex mixtures with widely different partition coefficients

1. Introduction

A number of preparative methods for high-performance liquid–liquid partition chro-
matography, commonly known as counter-current chromatography (CCC), are widely
used from laboratory to industrial scales due to the high adaptability of these methods
to different separation tasks [1–34]. Recently in [6,7], a new two-stage CCC separation
method called closed-loop recycling dual-mode counter-current chromatography (CLR DM
CCC) was developed, which is a combination of two well-known methods—closed-loop
recycling (CLR) and dual-mode (DM) counter-current chromatography. In the first stage, in
the closed-loop recycling mode, the mixture compounds with low partition coefficients are
separated and eluted with the mobile x-phase through one end of a column. In the second
stage, the compounds with higher partition coefficients are separated in the inverted-phase
counter-current mode and eluted with the mobile y-phase through the opposite end of
the column.

As noted in [7], for practical implementation of closed-loop recycling dual-mode
counter-current chromatography separation processes, preliminary mathematical modeling
is needed. To simulate and design the CLR DM CCC separations, it is necessary to develop
the mathematical description (the theory) of these processes. In [6,7], the theory of CLR DM
CCC separations was developed based on the ideal [6] and non-ideal [7] recycling models
for the conditions of impulse sample injection. In preparative and production separations,
large volumes of the mixture to be separated must be loaded in order to obtain sufficient
quantities of the corresponding products. Large volumes of feed mixtures can be loaded by
increasing the sample loading time. This work is devoted to the further development of
the CLR DM CCC theory in relation to the conditions for preparative and industrial-scale
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separations. Basing on the mathematical models presented in [6,7], new equations are
derived permitting the calculation of the optimum operating parameters of the CLR DM
CCC separation processes with long-term sample loading. The results of the simulation of
the separations with long sample loading times demonstrate that proper selection of the
sample solution loading time (operating parameter ts) can increase the productivity by an
order of magnitude, providing acceptable compound separation results.

2. Preparative and Industrial-Scale Closed-Loop Recycling Dual-Mode
Counter-Current Chromatography Separations

As mentioned above, large sample volumes can be loaded by increasing the sample
loading time, which can be achieved by replacing a sample injection with sample loops
with the continuous loading of the sample within a specified time [29,30]. A schematic
diagram of CLR DM CCC separations with specified sample loading durations is shown
in Figure 1.
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The closed-loop recycling dual-mode counter-current chromatography installation
has two x-phase tanks: one with a pure x-phase and the second containing the solution
of the compounds to be separated in the x-phase. The first stage of the CLR DM CCC
is carried out in three steps: (1) continuous loading of the solution of the compounds in
the x-phase into the system within a specified time at the same rate as the pure x-phase;
(2) separation of compounds with low partition coefficients in closed-loop recycling mode;
(3) elution of the separated compounds with the x-phase. At the second stage, the phases
are inverted and the compounds with higher partition coefficients are separated in the
counter-current mode with the mobile y-phase.

In this study, we will take into account the influence of the sample loading time
and consider two options for a CLR DM CCC installation: one option involving short
connective tubing (with a small volume of the recycling system) and one option involving
long connective tubing.

3. Theory of Closed-Loop Recycling Dual-Mode Counter-Current Chromatography
Separations with Specified Sample Loading Durations

Here, we considered the linear extraction–chromatographic separation processes
and assumed that the volumes of the x- and y-phases in the column and the column
efficiency, which were measured via the number of theoretical plates, were constant in
both operating modes. The column efficiency does not change when the elution mode is
switched, provided that the stationary-phase retention is the same in both modes. This only
occurs when the stationary-phase retention (the fractional volume of the y-phase in the
column) is 0.5. The results presented in this paper are valid for practical applications where
the stationary-phase retention is 0.5 and the sample is loaded over time (not exceeding 20%
of the mean residence time).

3.1. First Stage of Closed-Loop Recycling Dual-Mode Counter-Current Chromatography with
Specified Sample Loading Durations

The mathematical description of the first separation stage for the process scheme with
the short recycling line is based on the ideal scenario, while for the process scheme with
the long recycling line, this is based on the non-ideal recycling models.

3.1.1. Equations Used to Simulate the First Stage of the Closed-Loop Recycling Dual-Mode
Counter-Current Chromatography Separations with Specified Sample Loading Duration
Based on the Ideal Recycling Model

Using the approaches we developed in our previous studies [6,7,29,30], the following
equations were derived to simulate the first stage of the preparative and industrial-scale
CLR DM CCC separations for the process scheme with the short recycling line:

X(n, k, t) =
√

6aNe
− 3[2N(n−1)+2k+Nats−2aNt]2

2{12[N(n−1)+k]+(Nats)2}√
π
{

12[N(n− 1) + k] + (Nats)
2
} (1)

X(n, N, t) =
a
√

6Ne
− 3N[2n+ats−2at]2

2{12n+N(ats)2}√
π
{

12n + N(ats)
2
} (2)

Xn(k, t) =
n

∑
i=1

√
6aNe

− 3[2N(i−1)+2k+Nats−2aNt]2

2{12[N(i−1)+k]+(Nats)2}√
π
{

12[N(i− 1) + k] + (Nats)
2
} (3)



Molecules 2021, 26, 6561 4 of 11

Xn(N, t) =
n

∑
i=1

a
√

6Ne
− 3N[2i+ats−2at]2

2{12i+N(ats)2}√
π
{

12i + N(ats)
2
} (4)

with
a =

1
1− S f + S f KD

(5)

where X(n,k,t) and X(n,N,t) describe the variations in the normalized concentration of the
compound with an equilibrium distribution ratio of KD = y/x in the column and at the outlet
of the column during the recycling process in any individual cycle n, disregarding the
interactions of the concentration profiles from the previous cycles. The interactions of neigh-
boring concentration profiles are accounted for in Xn(k,t) and Xn(N,t). Equations (3) and (4)
describe the variations in the compound KD-normalized concentration in the k-cell and at
the outlet of the column (k = N) during the recycling process. Equation (3) describes the
distribution of the compound KD-normalized concentration along the column at time t.

In Equations (1)–(5), the following designations are adopted: X = x/x is the normal-
ized concentration in the mobile x-phase; x is the actual concentration; x = Q

Vc
= xsFxτs/Vc

is the mean concentration in the column; xs is the sample concentration of compound KD;
Q = xsFxτs is the amount of compound KD loaded during the specified sample solution
loading time τs; Fx is the volumetric flow rate of the x-phase; Vc is the column volume;
t = τFx/Vc is the dimensionless (normalized) time for the x-phase flow (flow start time
τ = 0, t = 0); ts = τsFx/Vc is the dimensionless sample solution loading time; τ is the actual
time; N is the number of equilibrium cells (theoretical plates) in the column; k is the current
cell number; Sf is the fractional volume of the y-phase in the column.

For two consecutive cycles, Equations (3) and (4) reduce to:

Xn(k, t) = X(n− 1, k, t) + X(n, k, t) (6)

with

X(n− 1, k, t) =
√

6aNe
− 3[2N(n−2)+2k+Nats−2aNt]2

2{12[N(n−2)+k]+(Nats)2}√
π
{

12[N(n− 2) + k] + (Nats)
2
} (7)

and
Xn(N, t) = X(n− 1, N, t) + X(n, N, t) (8)

with

X(n− 1, N, t) =
a
√

6Ne
− 3N[2(n−1)+ats−2at]2

2{12(n−1)+N(ats)2}√
π
{

12(n− 1) + N(ats)
2
} (9)

These simple equations can be used to account for the overlapping of the concen-
tration profiles of adjacent cycles during the recycling process. The difference between
Equations (4) and (8) is illustrated in Figure 2. Equation (4) describes the elution profiles
over the entire circulation time of the sample from the first cycle to the final cycle n, while
Equation (8) describes the elution profiles of the last two cycles.

Using the above equations, the separation of compounds during the recycling process
in a preparative and industrial-scale CLR CCC installation with a short recycling line can
be simulated (Figure 3). Figure 3 shows an example of the simulation of the transport
and separation of compounds KD1 = 0.5 and KD2 = 1 in the column with N = 200 during
two cycles, calculated using Equations (1), (6), and (7).
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Figure 3. Simulation of the transport and separation of compounds KD1 = 0.5 and KD2 = 1 in the
column with N = 200 during two cycles, calculated using Equations (1), (6), and (7). N = 200, Sf = 0.5,
ts = 0.1.
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Putting ts = 0 in Equations (1)–(4), (7) and (9), we obtain simpler equations for the
impulse sample injection conditions:

X(n, k, t) =
aNe−

[N(n−1)+k−aNt]2

2[N(n−1)+k]√
2π[N(n− 1) + k]

(10)

X(n, N, t) =
a
√

Ne−
N[n−at]2

2n
√

2πn
(11)

Xn(k, t) =
n

∑
i=1

aNe−
[N(i−1)+k−aNt]2

2[N(i−1)+k]√
2π[N(i− 1) + k]

(12)

Xn(N, t) =
n

∑
i=1

a
√

Ne−
N[i−at]2

2n
√

2πi
(13)

X(n− 1, k, t) =
aNe−

[N(n−2)+k−aNt]2

2[N(n−2)+k]√
2π[N(n− 2) + k]

(14)

X(n− 1, N, t) =
aNe−

[N(n−1)−aNt]2

2N(n−1)√
2πN(n− 1)

(15)

Equations (6) and (8) remain valid.

3.1.2. Equations Used to Simulate the First Separation Stage of the Closed-Loop Recycling
Dual-Mode Counter-Current Chromatography with Specified Sample Loading Durations
Based on the Non-Ideal Recycling Model

Similar to Equations (1)–(4), (7) and (9) based on the non-ideal recycling model, the
following equations were derived to simulate the first separation stage of CLR DM CCC
with specified sample loading durations:

X(n, k, t) =
aN
√

6Nece
− 3Nec

2
[2N(n−1)+2k+2aNb(n−1)+aNts−2aNt]2

[12[N(n−1)+k]+(Nats)2 ]Nec+12N2a2(n−1)b2

√
π

√[
12[N(n− 1) + k] + (Nats)

2
]

Nec + 12N2a2(n− 1)b2
(16)

X(n, N, t) =
a
√

6NNece
− 3Nec N[2n+a(2b(n−1)+ts−2t)]2

2{[12n+N(ats)2 ]Nec+12Na2(n−1)b2}

√
π

√[
12n + N(ats)

2
]

Nec + 12Na2(n− 1)b2
(17)

Xn(k, t) =
n

∑
i=1

aN
√

6Nece
− 3Nec

2
[2N(i−1)+2k+aN(2b(i−1)+ts−2t)]2

[12[N(i−1)+k]+(Nats)2 ]Nec+12N2a2(i−1)b2

√
π

√[
12[N(i− 1) + k] + (Nats)

2
]

Nec + 12N2a2(i− 1)b2
(18)

Xn(N, t) =
n

∑
i=1

a
√

6NNece
− 3Nec N[2i+a(2b(i−1)+ts−2t)]2

2{[12i+N(ats)2 ]Nec+12Na2(i−1)b2}

√
π

√[
12i + N(ats)

2
]

Nec + 12Na2(i− 1)b2
(19)

X(n− 1, k, t) =
aN
√

6Nece
− 3Nec

2
[2N(n−2)+2k+2aNb(n−2)+aNts−2aNt]2

[12[N(n−2)+k]+(Nats)2 ]Nec+12N2a2(n−2)b2

√
π

√[
12[N(n− 2) + k] + (Nats)

2
]

Nec + 12N2a2(n− 2)b2
(20)
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X(n− 1, N, t) =
aN
√

6Nece
− 3Nec

2
[2N(n−1)+2aNb(n−2)+aNts−2aNt]2

[12N(n−1)+(Nats)2 ]Nec+12N2a2(n−2)b2

√
π

√[
12N(n− 1) + (Nats)

2
]

Nec + 12N2a2(n− 2)b2
(21)

where Nec is the number of perfectly mixed cells quantifying the dispersion in the recycling
system, and b = Vec/Vc is the ratio of the column volume Vc to the volume of the recycling
system Vec.

Equations (6) and (8) remain valid.

3.2. Equations to Simulate the Second Stage of Closed-Loop Recycling Dual-Mode
Counter-Current Chromatography Separations with Specified Sample Loading Durations

To describe the variations in compound concentrations at the opposite outlet of the
column (k = 1) during the second stage of CLR DM CCC separations, the following equation
can be used [6,7]:

Y(t, 1) = KDe−KDaNt
50
∑

i=1

(KDaNt)k−1

(k−1)! Xn(k, tx) + KD
N
∑

i=51

(KDaNt)k−1ek−1−KD aNt

(k−1)
√

2π(k−1)
Xn(k, tx) (22)

where Y = y/x is the dimensionless concentration of a compound in the y-phase and
t = τFy/Vc is the dimensionless time for the y-phase flow (flow start time τ = 0, t = 0); Fy is
the volumetric flow rate of the y-phase; Xn(k,tx) describes the distribution of the compound
KD along the column at the end of the first stage of separation (τ = τx, t = tx), which is
determined by Equations (3) and (18) with t = tx (tx = τxFx/Vc).

Using the equations presented above in Section 3.1, various options for CLR DM CCC
separation with specified sample loading durations can be designed and simulated. Let us
consider separations of mixtures containing compounds with lower and higher partition
coefficients.

4. Separation of Complex Mixtures Containing Compounds with Lower and Higher
Partition Coefficients Using Closed-Loop Recycling Dual-Mode Counter-Current
Chromatography with Specified Sample Loading Durations

To simulate CLR DM CCC separation processes based on the above analytical expres-
sions, it is convenient to use standard computer programs. Figures 4 and 5 show several
simulation examples of the separation of complex mixtures containing compounds with
lower and higher partition coefficients using the “Mathcad” program.

Figure 4 shows two versions of the separation process for the mixture containing four
compounds (KD1 = 0.4, KD2 = 0.7, KD3 = 6, KD4 = 8) on the closed-loop setup with N = 300,
Nec = 200, Sf = 0.5 and short (b = 0.05) and long (b = 0.1) recycling lines under two different
sample loading conditions: ts = 0.01 and ts = 0.2. In the first stage, after three passages
through the column, the compounds with low partition coefficients (1 and 2) are separated
via the mobile x-phase, while in the second stage, the compounds with higher partition
coefficients (3 and 4) are separated in the inverted-phase counter-current mode with the
mobile y-phase. The separation of the compounds in closed-loop recycling is simulated by
Equation (19). After the third cycle of recycling of compounds 1 and 2 at t = 2 and t = 2.2,
the loop is opened and the separated fractions of compounds 1 and 2 are eluted with the
x-phase. After the elution of these compounds at t = 3 and t = 3.1, the loop is closed again
and compounds 3 and 4 continue to be recycled until t = tx = 6. The concentrations of
compounds 3 and 4 in the column are simulated using Equation (18), putting t = tx = 6.
Then, the loop is opened and the second separation stage for compounds 3 and 4 in the
inverted-phase counter-current mode with the mobile y-phase starts. The elution profiles
of these compounds are simulated by Equation (22).

Figure 5 shows two versions of the separation process for the mixture containing five
compounds (KD1 = 0.3, KD2 = 0.6, KD3 = 3.5, KD4 = 8, KD5 = 9.5) on the closed-loop setup
with N = 500, Nec = 200, Sf = 0.5 and short (b = 0.05) and long (b = 0.1) recycling lines
under two sample loading conditions: ts = 0.01 and ts = 0.2. In the first stage, after two
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passages through the column for compounds 1 and 2 and one passage for compound 3,
these compounds are separated and eluted with the x-phase. After the elution of these
compounds the loop is closed again, and compounds 4 and 5 continue to be recycled three
times (n = 3) until t = tx = 12.5. Then, the loop is opened and compounds 4 and 5 are eluted
in the inverted-phase counter-current mode with the y-phase.

ts= 0.01; b=0.05; tx= 6
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Figure 4. Simulation of the separation of the mixture containing four compounds (KD1 = 0.4, KD2 = 0.7, KD3 = 6, KD4 = 8) on
the closed-loop setup with N = 300, Nec = 200, and Sf = 0.5.

As follows from the Figures 4 and 5, in the CLR DM CCC processes with specified
sample loading duration, fractions of the separated solutes with high partition coefficients
are about 5–10 times more concentrated than in the conventional CLR CCC processes with
specified sample loading duration, and the solvent consumption is greatly reduced. The
method with specified sample loading duration provides much higher process productivity
than the impulse injection method. In addition, this method makes it possible to obtain
concentrated fractions of the separated compounds.

Note that in the first separation stage, the separation quality is improved due to the
repeated use of the column; however, after a certain number of cycles, the chromatograms of
neighboring cycles begin to overlap. Due to the time delay in the CLR CCC setups with the
long recycling system (with a large parameter b), the resolution between chromatograms
of adjacent cycles is greater, which allows an increase in the number of passages of the
sample through the column without overlapping with adjacent chromatograms, thereby
improving separation [18,34].

The results for the simulation of the closed-loop recycling dual-mode counter-current
chromatography separations with specified sample loading durations presented in
Figures 4 and 5 demonstrate that proper selection of operating parameters b, n and ts, tx
can increase the productivity by an order of magnitude, providing the desired compound
separation results.
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Figure 5. Simulation of the separation of the mixture containing five compounds (KD1 = 0.3, KD2 = 0.6, KD3 = 3.5, KD4 = 8,
KD5 = 9.5) on the closed-loop setup with N = 500, Nec = 200, and Sf = 0.5.

To promote the application of CLR DM CCC separations with specified sample load-
ing durations, the separation simulations discussed above are presented via “Mathcad”
software in the Supplementary Data.

5. Conclusions

In preparative and industrial-scale chromatography separations, to ensure high per-
formance, it is necessary to load large volumes of samples and increase the concentrations
in collected fractions of compounds. When separating complex mixtures containing solutes
with widely different partition coefficients, this can be achieved using the CLR DM CCC
method with specified sample loading durations, as described in this study. This two-stage
CCC separation method is a combination of closed-loop recycling (CLR) and dual-mode
(DM) counter-current chromatography. In the first stage, in CLR mode, the compounds
with lower partition coefficients are separated and eluted with the mobile x-phase through
the one end of the column. In the second stage, the compounds with higher partition
coefficients are separated in the inverted-phase counter-current mode and eluted with the
mobile y-phase through the opposite end of the column.

Although the mathematical models on which the theory of the new CLR DM CCC
method is based were previously verified experimentally in [9,11,25,28,30,33], it is necessary
to carry out further experimental studies for practical implementation of the CLR DM CCC
method with specified sample loading durations.

Supplementary Materials: The following are available online. The separation simulation files are
available in the supplementary materials.



Molecules 2021, 26, 6561 10 of 11

Author Contributions: Conceptualization, A.E.K. and A.A.V.; methodology, A.E.K.; software, A.E.K.;
validation, A.E.K. and A.A.V.; formal analysis, A.A.V.; investigation, A.E.K.; resources, A.E.K.; data
curation, A.E.K.; writing—original draft preparation, A.E.K.; writing—review and editing, A.E.K. and
A.A.V.; visualization, A.E.K.; supervision, A.E.K.; project administration, A.A.V.; funding acquisition,
A.A.V. All authors have read and agreed to the published version of the manuscript.

Funding: The work was supported by the Ministry of Science and Higher Education of Russia (grant
agreement No. 075-15-2020-782).

Institutional Review Board Statement: Not applicable.

Informed Consent Statement: Not applicable.

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

References
1. Ito, Y. Golden rules and pitfalls in selecting optimum conditions for high-speed counter-current chromatography. J. Chromatogr. A

2005, 1065, 145–168. [CrossRef]
2. Jerz, G.; Winterhalter, P. The 10th international conference on countercurrent chromatography held at Technische Universität

Braunschweig, Braunschweig, Germany, August 1–3, 2018. J. Chromatogr. A 2020, 1617, 460698. [CrossRef]
3. Friesen, J.B.; McAlpine, J.B.; Chen, S.-N.; Pauli, G.F. The 9th International Countercurrent Chromatography Conference held at

Dominican University, Chicago, USA, August 1–3, 2016. J. Chromatogr. A 2017, 1520, 1–8. [CrossRef]
4. Ignatova, S.; Sutherland, I. The 8th International Conference on Counter-current Chromatography held at Brunel University,

London, UK, July 23–25, 2014. J. Chromatogr. A 2015, 1425, 1–7. [CrossRef]
5. Morley, R.; Minceva, M. Operating mode and parameter selection in liquid–liquid chromatography. J. Chromatogr. A 2020,

1617, 460479. [CrossRef]
6. Kostanyan, A.E.; Belova, V.V. Closed-loop recycling dual-mode counter-current chromatography. A theoretical study. J. Chromatogr.

A 2019, 1588, 174–179. [CrossRef]
7. Kostanyan, A.E.; Galieva, Z.N. Modeling of closed-loop recycling dual-mode counter-current chromatography based on non-ideal

recycling model. J. Chromatogr. A 2019, 1603, 240–250. [CrossRef] [PubMed]
8. Zhang, S.; Chen, H.; Deng, X.; Chen, H.; Guo, C.; Wan, L.; Peng, A.; Chen, L. Advantages of rectangular horizontal tubing in the

semi-preparative counter-current chromatography bobbin. J. Chromatogr. A 2021, 1657, 462583. [CrossRef]
9. Kostanyan, A.E.; Erastov, A.A. Theoretical study of closed-loop recycling liquid-liquid chromatography and experimental

verification of the theory. J. Chromatogr. A 2016, 1462, 55–62. [CrossRef] [PubMed]
10. Friesen, J.B.; McAlpine, J.B.; Chen, S.-N.; Pauli, G.F. Countercurrent separation of natural products: An update. J. Nat. Prod. 2015,

78, 1765–1796. [CrossRef] [PubMed]
11. Kostanyan, A.; Martynova, M.; Erastov, A.; Belova, V. Simultaneous concentration and separation of target compounds from

multicomponent mixtures by closed-loop recycling countercurrent chromatography. J. Chromatogr. A 2018, 1560, 26–34. [CrossRef]
12. Mokhodoeva, O.; Rudik, I.; Shkinev, V.; Maryutina, T. Countercurrent chromatography approach to palladium and platinum

separation using aqueous biphasic system. J. Chromatogr. A 2021, 1657, 462581. [CrossRef]
13. Goll, J.; Minceva, M. Continuous fractionation of multicomponent mixtures with sequential centrifugal partition chromatography.

AIChE J. 2017, 63, 1659–1673. [CrossRef]
14. Peng, A.; Hewitson, P.; Sutherland, I.; Chen, L.; Ignatova, S. How changes in column geometry and packing ratio can increase

sample load and throughput by a factor of fifty in counter-current chromatography. J. Chromatogr. A 2018, 1580, 120–125.
[CrossRef] [PubMed]

15. Wang, Y.; Zhang, L.; Zhou, H.; Guo, X.; Wu, S. K-targeted strategy for isolation of phenolic alkaloids of Nelumbo nucifera Gaertn
by counter-current chromatography using lysine as a pH regulator. J. Chromatogr. A 2017, 1490, 115–125. [CrossRef] [PubMed]

16. Wang, C.; Sun, W.; Wang, X.; Jin, Y.; Zhao, S.; Luo, M.; Tong, S. Large-scale separation of baicalin and wogonoside from Scutellaria
baicalensis Georgi by the combination of pH-zone-refining and conventional counter-current chromatography. J. Chromatogr. A
2019, 1601, 266–273. [CrossRef] [PubMed]

17. Roehrer, S.; Minceva, M. Evaluation of interapparatus separation method transferability in countercurrent chromatography and
centrifugal partition chromatography. Separations 2019, 6, 36. [CrossRef]

18. Kostanyan, A.E.; Belova, V.V. Theoretical study of industrial scale closed-loop recycling counter-current chromatography
separations. J. Chromatogr. A 2020, 1633, 461630. [CrossRef]

19. Goll, J.; Morley, R.; Minceva, M. Trapping multiple dual mode centrifugal partition chromatography for the separation of
intermediately-eluting compo- nents: Operating parameter selection. J. Chromatogr. A 2017, 1496, 68–79. [CrossRef]

20. Ignatova, S.; Hewitson, P.; Mathews, B.; Sutherland, I. Evaluation of dual flow counter-current chromatography and intermittent
counter-current extraction. J. Chromatogr. A 2011, 1218, 6102–6106. [CrossRef] [PubMed]

21. Kotland, A.; Chollet, S.; Diard, C.; Autret, J.-M.; Meucci, J.; Renault, J.H.; Marchal, L. Industrial case study on alkaloids purification
by pH-zone refining centrifugal partition chromatography. J. Chromatogr. A 2016, 1474, 59–70. [CrossRef] [PubMed]

http://doi.org/10.1016/j.chroma.2004.12.044
http://doi.org/10.1016/j.chroma.2019.460698
http://doi.org/10.1016/j.chroma.2017.08.077
http://doi.org/10.1016/j.chroma.2015.10.096
http://doi.org/10.1016/j.chroma.2019.460479
http://doi.org/10.1016/j.chroma.2019.01.018
http://doi.org/10.1016/j.chroma.2019.06.024
http://www.ncbi.nlm.nih.gov/pubmed/31221429
http://doi.org/10.1016/j.chroma.2021.462583
http://doi.org/10.1016/j.chroma.2016.07.079
http://www.ncbi.nlm.nih.gov/pubmed/27492599
http://doi.org/10.1021/np501065h
http://www.ncbi.nlm.nih.gov/pubmed/26177360
http://doi.org/10.1016/j.chroma.2018.05.032
http://doi.org/10.1016/j.chroma.2021.462581
http://doi.org/10.1002/aic.15529
http://doi.org/10.1016/j.chroma.2018.10.012
http://www.ncbi.nlm.nih.gov/pubmed/30429083
http://doi.org/10.1016/j.chroma.2017.02.022
http://www.ncbi.nlm.nih.gov/pubmed/28236459
http://doi.org/10.1016/j.chroma.2019.05.028
http://www.ncbi.nlm.nih.gov/pubmed/31130224
http://doi.org/10.3390/separations6030036
http://doi.org/10.1016/j.chroma.2020.461630
http://doi.org/10.1016/j.chroma.2017.03.039
http://doi.org/10.1016/j.chroma.2011.02.032
http://www.ncbi.nlm.nih.gov/pubmed/21397905
http://doi.org/10.1016/j.chroma.2016.10.039
http://www.ncbi.nlm.nih.gov/pubmed/27816224


Molecules 2021, 26, 6561 11 of 11

22. Costa, F.D.N.; Vieira, M.N.; Garrard, I.; Hewitson, P.; Jerz, G.; Leitão, G.G.; Ignatova, S. Schinus terebinthifolius countercurrent
chromatography (Part II): Intra-apparatus scale-up and inter-apparatus method transfer. J. Chromatogr. A 2016, 1466, 76–83.
[CrossRef] [PubMed]

23. Delannay, E.; Toribio, A.; Boudesocque, L.; Nuzillard, J.-M.; Zeches-Hanrot, M.; Dardennes, E.; Le Dour, G.; Sapi, J.; Renault, J.-H.
Multiple dual-mode centrifugal partition chromatography, a semi-continuous development mode for routine laboratory-scale
purifications. J. Chromatogr. A 2006, 1127, 45–51. [CrossRef] [PubMed]

24. Kostanyan, A.E.; Voshkin, A.A. Support-free pulsed liquid-liquid chromatography. J. Chromatogr. A 2009, 1216, 7761–7776.
[CrossRef] [PubMed]

25. Kostanyan, A.E.; Voshkin, A.A.; Kodin, N.V. Controlled-cycle pulsed liquid–liquid chromatography. A modified version of
Craig’s counter-current distribution. J. Chromatogr. A 2011, 1218, 6135–6143. [CrossRef] [PubMed]

26. Jeon, J.S.; Park, C.L.; Syed, A.S.; Kim, Y.M.; Cho, I.J.; Kim, C.Y. Preparative separation of sesamin and sesamolin from defatted
sesame meal via centrifugal partition chromatography with consecutive sample injection. J. Chromatogr. B 2016, 1011, 108–113.
[CrossRef]

27. Müller, M.; Wasmer, K.; Vetter, W. Multiple injection mode with or without repeated sample injections: Strategies to enhance
productivity in countercurrent chromatography. J. Chromatogr. A 2018, 1556, 88–96. [CrossRef] [PubMed]

28. Kostanyan, A.E.; Erastov, A.A. Steady state preparative multiple dual mode counter-current chromatography: Productivity and
selectivity. Theory and experimental verification. J. Chromatogr. A 2015, 1406, 118–128. [CrossRef] [PubMed]

29. Kostanyan, A.E. Modeling of preparative closed-loop recycling liquid–liquid chromatography with specified duration of sample
loading. J. Chromatogr. A 2016, 1471, 94–101. [CrossRef] [PubMed]

30. Kostanyan, A.; Martynova, M. Modeling of two semi-continuous methods in liquid–liquid chromatography: Comparing
conventional and closed-loop recycling modes. J. Chromatogr. A 2020, 1614, 460735. [CrossRef] [PubMed]

31. Huang, X.Y.; Tian, M.; Pei, D.; Liu, J.F.; Di, D.L. Development of overlapping repeated separation of steviol glycosides with
counter current chromatography and a comparison with a conventional repeated separation method. J. Sep. Sci. 2018, 41,
3163–3169. [CrossRef] [PubMed]

32. Kostanyan, A.E.; Voshkin, A.A. Analysis of new counter-current chromatography operating modes. J. Chromatogr. A 2007, 1151,
126–130. [CrossRef] [PubMed]

33. Hewitson, P.; Sutherland, I.; Kostanyan, A.; Voshkin, A.; Ignatova, S. Intermittent counter-current extraction-Equilibrium cell
model, scaling and an improved bobbin design. J. Chromatogr. A 2013, 1303, 18–27. [CrossRef] [PubMed]

34. Kostanyan, A.; Voshkin, A.; Belova, V. Analytical, Preparative, and Industrial-Scale Separation of Substances by Methods of
Countercurrent Liquid-Liquid Chromatography. Molecules 2020, 25, 6020. [CrossRef] [PubMed]

http://doi.org/10.1016/j.chroma.2016.08.054
http://www.ncbi.nlm.nih.gov/pubmed/27608619
http://doi.org/10.1016/j.chroma.2006.05.069
http://www.ncbi.nlm.nih.gov/pubmed/16806250
http://doi.org/10.1016/j.chroma.2009.09.007
http://www.ncbi.nlm.nih.gov/pubmed/19758594
http://doi.org/10.1016/j.chroma.2010.12.103
http://www.ncbi.nlm.nih.gov/pubmed/21281934
http://doi.org/10.1016/j.jchromb.2015.12.062
http://doi.org/10.1016/j.chroma.2018.04.069
http://www.ncbi.nlm.nih.gov/pubmed/29748089
http://doi.org/10.1016/j.chroma.2015.05.074
http://www.ncbi.nlm.nih.gov/pubmed/26087966
http://doi.org/10.1016/j.chroma.2016.10.012
http://www.ncbi.nlm.nih.gov/pubmed/27765425
http://doi.org/10.1016/j.chroma.2019.460735
http://www.ncbi.nlm.nih.gov/pubmed/31791591
http://doi.org/10.1002/jssc.201800380
http://www.ncbi.nlm.nih.gov/pubmed/29885031
http://doi.org/10.1016/j.chroma.2007.03.060
http://www.ncbi.nlm.nih.gov/pubmed/17412350
http://doi.org/10.1016/j.chroma.2013.06.023
http://www.ncbi.nlm.nih.gov/pubmed/23849781
http://doi.org/10.3390/molecules25246020
http://www.ncbi.nlm.nih.gov/pubmed/33353256

	Introduction 
	Preparative and Industrial-Scale Closed-Loop Recycling Dual-Mode Counter-Current Chromatography Separations 
	Theory of Closed-Loop Recycling Dual-Mode Counter-Current Chromatography Separations with Specified Sample Loading Durations 
	First Stage of Closed-Loop Recycling Dual-Mode Counter-Current Chromatography with Specified Sample Loading Durations 
	Equations Used to Simulate the First Stage of the Closed-Loop Recycling Dual-Mode Counter-Current Chromatography Separations with Specified Sample Loading Duration Based on the Ideal Recycling Model 
	Equations Used to Simulate the First Separation Stage of the Closed-Loop Recycling Dual-Mode Counter-Current Chromatography with Specified Sample Loading Durations Based on the Non-Ideal Recycling Model 

	Equations to Simulate the Second Stage of Closed-Loop Recycling Dual-Mode Counter-Current Chromatography Separations with Specified Sample Loading Durations 

	Separation of Complex Mixtures Containing Compounds with Lower and Higher Partition Coefficients Using Closed-Loop Recycling Dual-Mode Counter-Current Chromatography with Specified Sample Loading Durations 
	Conclusions 
	References

