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ABSTRACT

The influence of the particle size on simulated moving bed (SMB) design is stud-
ied using the chiral separation of methyl mandelate on Chiralcel OD. The theoretical
model of the pressure drop and band dispersion is validated with experimental results
obtained with two different particle sizes (20 and 50 wm) using linear adsorption
isotherms. The influence of the particle size on the SMB column size and productiv-
ity shows that the optimum particle size is 20-25 pm when working with an accept-
able column length and a minimum amount of stationary phase. Due to the high cost
of the coated silica stationary phases used for chiral separation, the separation cost is
thus minimized.

INTRODUCTION

The simulated moving bed (SMB) was developed in the late 1950s for the
purification of p-xylene on a very large scale (1). More than 100 production
plants have been implemented around the world in the petrochemical and food

* To whom correspondence should be addressed.
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1286 LUDEMANN-HOMBOURGER, BAILLY, AND NICOUD

processing industries (2), leading to production capacities of up to 100,000
tons per year.

The development in the 1980s of laboratory-scale systems (3) combined
with the simultaneous development of new, efficient chiral stationary phases
(4, 5) has led to rapid acceptance of the technique in the pharmaceutical in-
dustry. As a result of the increasing demands in this area SMB is now consid-
ered an attractive tool for the separation of chiral compounds (6).

The main advantages of this technique correspond to the two main require-
ments of drug development:

* Short development time (SMB uses robust simulation software).
* Low cost and risk. Competitive process like crystallization and enantiose-
lective synthesis are, in most cases, more expensive.

The best and simplest solution is to combine an SMB separation with a
simple racemic synthesis and possibly to racemize the collected unwanted
enantiomer to increase yields. Production-scale plants are now implemented
for performing multiton-scale separation of optical isomers. In order to get
the best separation performances from the system, it is necessary to optimize
each parameter of the system. The optimization of the particle size of the
stationary phase is discussed here to show its major influence on the cost of
the separation.

BASIC PRINCIPLES

The relatively low productivity of classical elution chromatography and the
discontinuity of the process can be overcome with a countercurrent process
where the flow of the solid phase is countercurrent to that of the liquid in the
column. This true moving bed configuration (TMB) is shown in Fig. 1. The
feed mixture of a binary (or pseudobinary) mixture is continuously injected at
one point in this column. The velocity of both the solid and liquid phases can
be selected so that the more retained compound moves in the direction of the
solid phase whereas the less retained compound is eluted by the liquid phase.
The two fractions can then be collected at the extract and raffinate points of
this system. The injection of eluent is necessary to avoid the recirculation of
the products throughout the system.

The calculation of the TMB optimal flow rates has been largely described
for linear (3, 7) and nonlinear (8, 9) adsorption isotherms.

Circulation of the solid phase is difficult to achieve due to displacement of
the particles. To overcome this problem it is necessary to modify the initial
concept of a moving solid phase with fixed inlet and outlet points. In the mod-
ification the solid phase is fixed but the inlet and outlet points are moved. The
simulated moving bed configuration is illustrated in Fig. 2: columns are con-
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FIG.1 The true moving bed.
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FIG.2 The simulated moving bed.
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nected, and the inlet and outlet positions are switched regularly to simulate the
countercurrent movement of the sorbent. The TMB is then similar to a SMB
with an infinite number of columns. However, it is possible to show that a con-
figuration with a limited number of columns (8 to 12) is sufficient to obtain
similar separation performances (10).

The internal flow rates of the SMB can be directly derived from the flow
rates of the equivalent TMB (10).

In order to design an SMB, it is necessary to consider the finite number
of theoretical plates of the columns. We estimate, by simulation, the number
of columns per zone and the number of theoretical plates required in the sys-
tem to reach the desired purity in the outlet lines with these calculated flow
rates.

A limitation on the maximum pressure in the system and the number of the-
oretical plates required for separation must be determined before a system can
be designed. For a given product separation, the column length and diameter
can be optimized to give maximum productivity (11).

Pressure Drop

The pressure drop through the particle bed can be represented by different
empirical correlations. For laminar flow through a monodispersed particle
bed, an accurate pressure-drop correlation is obtained by the Kozeny—Karman
equation (12):

2
% = hkual% % u=ku (1)

where AP/L = pressure drop (Pa/m)

u = superficial velocity (m/s)

W = viscosity (Pa-s)

g. = external porosity

a, = specific area of particle (m*/m?)

hy = coefficient = 4.5 for spherical material

For the classical working conditions of HPLC separations, the laminar flow
condition is

pu

Re, = ——
* (1 - 8e)apu‘

<1 2)

For spherical particles the specific area aj, is equal to 6/d ,, where d , is the par-
ticle diameter, Eq. (1) can then be expressed by

AP _ A
L= 3)
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DESIGN OF A SIMULATED MOVING BED 1289

where

1 — &)’
A =36hku(87f) 4)

(53

A is a function of the eluent properties but is independent of the particle size.
Consider an SMB configuration. The global pressure drop across the
columns is obtained by summing the pressure drop over each column:

Ncol
Y. AP,
Ap =1 _
T - Ncochol B kl/l (5)

This relationship provides a definition of the mean fluid velocity & in the SMB
system.

The SMB is a closed-loop system with a recycling pump. The highest pres-
sure value in the system is therefore at the recycling pump outlet.

In order to work with a stable system, it is necessary to control the internal
pressure of the system. One interesting way to do this is to regulate the suction
pressure of the recycling pump by small variations of one of the inlet or outlet
flow rates of the system. The classical method is to fix the suction pressure at
a small value greater than zero to avoid cavitation in the recycling pump. This
suction pressure is regulated by varying the extract flow rate. This allows us to
work with stable inlet pressures in the system. If we consider that the pressure
drops in the valves, connections, and tubing are negligible, the pressure at the
recycling pump outlet is equal to the pressure drop across the columns plus the
small pressure, set by regulation, at the recycling pump suction.

If P is the pressure limit in the system, the following limitation is required:

AP + Prec.pump = Pmax (6)
Finally, the pressure drop on the columns is limited by
AP = kLu = AP (7)

Band Broadening in the Column

The number of theoretical plates of a chromatographic column N or the
height equivalent to a theoretical plate H = L., /N is widely used to represent
the band broadening in chromatographic columns (13).

Three independent factors are involved in the band-dispersion mechanism
along a chromatographic column:

* Axial molecular diffusion. The molecules disperse or mix due to diffusion.
Longitudinal diffusion (along the column axis) leads to band broadening
of the chromatographic zone.
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* Axial eddy diffusion. Band broadening is caused by different flow veloci-
ties through the column.
* Mass transfer resistance within the mobile and stationary phases.

These three effects can be well represented in the case of linear equilibrium
with the classical Van Deemter (14) equation:

H= A + Bu + Clu
Axial eddy + mass transfer + axial molecular (8)
diffusion resistance diffusion

where u is the superficial mobile phase velocity.
In the working range of fluid velocity used in HPLC, the axial molecular
diffusion is negligible and we can consider that

H=A+ Bu )

For a given stationary phase it is possible to estimate the values of the A and
B parameters and to identify the influence of the particle size.

The origin, A, of the curve gives good information about the quality of the
packing (14). This term represents the axial eddy dispersion and is propor-
tional to the particle size. A value of 2 to 6 times the particle diameter is ob-
tained with well-packed columns:

A=kd, (10)

The slope, B, of this curve represents the resistance to mass transfer. In the
case of linear isotherms, this parameter can be expressed by (15)

B= — (11)

Ee

g. 1s the external porosity of the solid bed = 0.4, and ., is the exchange
time of the product in the particle. K is the retention factor of the product
and can be determined from the retention time of an analytical injection
by (16, 17)

— t. — 1o Ee

K = (12)

to 1 — &

where ? is the zero retention time of the column, expressed by

Sevcol
Qcol

and ¢, is the retention time of the product.

(13)

toz
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DESIGN OF A SIMULATED MOVING BED 1291

The exchange time can be estimated by knowing that kinetic limitations
can be largely attributed to diffusional limitations occurring inside or outside
the particles. The step associated with the adsorption itself is usually very
fast and can be neglected. Convection in the pores can also be neglected.
With these assumptions, the exchange time can be approximated to the dif-
fusion time of the molecule in the particle: t,, = t4. The total diffusion time
is the sum of the external and internal diffusion of the molecule in the par-
ticle (18). The external diffusion obeys Fick’s law through a motionless
layer of fluid of thickness 6. The characteristic time for external diffusion
can be then estimated:

Vo s

=5, D

= ﬁ 2 for spherical particles (14)
6 D

where D is the molecular diffusion coefficient of the molecule in the solvent.

The thickness of the motionless layer can be estimated by Ranz and Leven-

spiel’s correlation (18):

Sh =d,/8 = 2 + 1.8Re'*Sc'” (15)

The internal diffusion is approximated by the linear driving force (LDF)
model (19, 20):

t; = d2/60D (16)

where D is the internal diffusion coefficient. As a rough approximation, one
can guess that

D =~ D/10 (17)
The global diffusion time can then be estimated by (19)
tq = t. + Kt (18)

where 7. and t; are, respectively, the characteristic times for external and in-
ternal diffusion.

According to Eq. (11), the slope B is a function of the retention of the prod-
uct [it increases with retention of the product (14)]. If the diffusion coeffi-
cients for both components are the same, the number of theoretical plates for
a given fluid velocity will then be smaller for the more retained component. If
the simulation shows that N ;, theoretical plates are required for the desired
separation performance, we must choose the working conditions by consider-
ing the limitation by the more retained component B in zone I of the SMB,
where the highest fluid velocity u; occurs, leading to

HB AB + BBuI

NB szin (19)
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where L is the sum of the column lengths of the SMB. This calculation is only
valid for linear adsorption isotherms. In the case of nonlinear adsorption
isotherms, the band broadening can be well estimated by this method by using
the initial slope of the adsorption isotherm K to calculate the influence of the
resistance to the mass transfer (10).

SMB Working Conditions

The required number of theoretical plates (19) and the pressure drop limit
(7) of the system must be taken into account in the SMB design, leading to the
following set of inequalities:

L L = Nmin

N = =
B Hg Ag + Bgpuy (20)

AP = kLt = AP«

The objective in designing an industrial process is usually to minimize the
separation cost. The cost of investment is influenced by two parameters:

* The cost of the SMB hardware.
* The cost of the stationary phase.

Depending on the cost ratio of the system and of the stationary phase, it is
possible to use the following definitions of the productivity to characterize the
performance of the system (11): The productivity per column cross section
unit of the system is defined as

_ Qfeedcfeed

OR Q

(kg racemate/m?/day) (21)
The productivity ®g is related to the column cross section. This definition is
useful if the column diameter is a key factor of the separation cost. This is true
if the hardware represents the major part of the investment.

The productivity per column volume unit of the system is defined as

ce C ce
oy = QrteeaClreea (kg racemate/m>/day) (22)

Vesp
The productivity @y is related to the volume of the stationary phase in the
SMB columns. This definition should be used if the required stationary
phase is expensive and represents an important fraction of the separation
cost.

This definition is therefore useful for chiral applications: the chiral packing
material is usually expensive and often represents a significant part of the in-
vestment (21). This cost is not a function of the particle size for chiral pack-
ings such as derivatized polysaccharide-coated silica, the most popular type
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DESIGN OF A SIMULATED MOVING BED 1293

used for chromatographic enantioseparations. Therefore, the required amount
of stationary phase must be optimized.
The optimal working conditions are then obtained (11) when

L L )
Ng = = =N
ST
) > (23)
AP = kL% = AP ax

where () is the column section and Q = Qi is the mean flow rate in the SMB.

EXPERIMENTAL

A chiral stationary phase available at two different particle sizes (20 and 50
pm) was experimentally studied to estimate the separation performances of an
SMB process and the cost of the separation when using the two particle sizes.
Analytical HPLC system:

* Spectra-physics Isochrom SP 8810-020 LC pump.

* KNAUER Variable wavelength Monitor type 87.00.
* Spectra-Physics DataJet-Integrator.

* Sample injection system: Rheodyne 7125.

* Column thermostat Jetstream 2.

Stationary phase: Chiralcel OD 20 wm, Chiralcel OD 50 pm (ChiralTech,
Illkirch) slurry-packed into 250 4.6 mm L.D. stainless steel columns.

Mobile phase: n-Heptane and isopropanol were of Merck Lichrosolv quality.
Sample: Methyl mandelate, Sigma-Aldrich.

Separation Conditions

The separation of the racemic mixture of methyl mandelate was performed
at 30°C with a mixture of n-heptane/2-propanol 90/10 (v/v) as eluent on the
two analytical columns packed with the two samples of Chiralcel OD.

EXPERIMENTAL RESULTS

Particle Size of the Stationary Phases

The mean particle size was accurately measured by laser diffraction. The
mean particle size thus determined was found to be slightly different from the
claimed values: 25 pm instead of 20 wm and 51 pwm instead of 50 wm. The
distribution of particle sizes was very small for both samples.
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TABLE 1
Retention of Methyl Mandelate Enantiomers on Chiralcel OD 25 and 51 pm

Selecﬁvitz,

Stationary phase try (min) tr, (min) K I8 a=K/K
Chiralcel OD, 25 pm 7.1 10.6 2.18 3.58 1.64
Chiralcel OD, 51 pum 7.2 11 2.22 3.74 1.68

Adsorption Isotherms

Consider a stationary phase available at different particle sizes. In most
cases the assumption that the phase has the same properties is verified (22):
the specific pore volume, the concentration sites, the specific interfacial area,
and the selector molecule is assumed to be similar, leading to adsorption
1sotherms independent of the particle size. The retention factor can be deter-
mined from the retention time of an analytical injection by Eq. (12).

The analytical injection of methyl mandelate into the two columns leads to
a variation of less than 5% on the retention times for both compounds (Table
1). Furthermore, the selectivity is similar (Fig. 3).

.19

11.03

10 .60

T —— ——

FIG. 3 Analytical injection of methyl mandelate on Chiralcel OD 25 pwm (right peaks) and

51 wm (left peaks). Analytical column (4.6/250 mm), temperature 30°C, flow rate = 1 mL/

min. Injection of 10 wL at 1 g/L. Eluent: n-Heptane/2-propanol (90/10 v/v). UV detection
N =254 nm.
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If we consider the adsorption isotherms to be similar, the particle size will
only modify the hydrodynamic behavior of the columns. Only the pressure
drop and the hydrodynamic dispersion will be influenced by variation of the
particle size.

Pressure Drop

The pressure drop can be estimated theoretically according to the
Kozeny—Karman Eq. (1). The stationary phase particles are monodispersed
and spherical. The viscosity of the eluent is about 0.55 cP. The external poros-
ity of the packed column can be considered to be 0.4 for well-packed columns.

According to Eq. (3), the theoretical pressure drop is given by

AP _ 0.501
L d%

The pressure drop has been measured on the analytical columns. As shown
by Fig. 4, the theoretical law follows the experimental points with very good
accuracy.

(24)

Band Dispersion in the Column

The theoretical value of the height equivalent to a theoretical plate can be
calculated, using Eqgs. (9) to (18). The following data have been used for this
calculation:

* Solvent viscosity: 0.55 cP.
* Solvent density: 0.7.
* Molecular diffusion coefficient of methyl mandelate in the eluent.

dp=25um

3200000 - //
dp=>lpm
1600000 EEEE—
A/ﬂ/
0 |

0 0.0025 0.005 0.0075 0.01

u (m/sec)

FIG.4 Influence of the fluid velocity on the pressure drop. Pressure drop on analytical columns
(4.6/250 mm) packed with Chiralcel OD 25 pwm and 51 wm. Eluent: n-Heptane/2-propanol (95/5
v/v). Temperature 30°C. Points: Experimental measurements. Lines: Theoretical value.
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The Wilke—Chang equation (23) can be used to predict the diffusion coef-
ficient of solute M at very low concentration in solvent S:

D =187 X IO*ISM

25
%ve (23)

where D = diffusion coefficient (m?/s)
¢ = association factor of solvent S. ¢ = 1.0 for unassociated solvent
Ms = molecular weight of the solvent. The eluent is a binary mixture

We can consider a mean value of My = 99 g/mol
T (temperature) = 298 K
1 (solvent viscosity) = 0.55 X 103 Pa-s
VM (molar volume of solute M at normal boiling temperature) = 178
cm’/mol (24)

We then get
D=2.1X10""m%s
and internal diffusion coefficient
D=D/10=2.1 X 107" m%/s

According to these values, it is possible to calculate the internal and ex-
ternal diffusion times using Eqs. (14) and (16). The influence of both in-
ternal and external diffusion on the global diffusion time is estimated
according to Eq. (18) for different fluid velocities and different particle
sizes. In this case it is possible to show that the external diffusion is negligible
compared to the internal diffusion. Even for small particle sizes and
small fluid velocities the external diffusion term is still negligible compared
with the internal diffusion (with d, = 2 pm and u = 5 X 10~* m/s, more
than 90% of the global diffusion is still due to the interparticle mass transfer
resistance).

The number of plates in each column has been experimentally evaluated
at different fluid velocities using the tangential measurement of the base
peak width: N = 16(z,/w)? (25). The experimental points presented in Fig. 5
can be compared with the theoretical value obtained from Egs. (9) to (18)
represented by continuous lines. The column efficiency estimated by the the-
oretical approach is in good agreement with the practical results. The resis-
tance to mass transfer in the separation example is mainly due to internal dif-
fusion. Slope B of Eq. (9) is therefore proportional to the internal diffusion
D coefficient according to Eqgs. (11), (16), and (18). The estimation of D by
Eq. (17) is therefore an accurate description of the coated silica stationary
phase.
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FIG.5 Influence of the fluid velocity on the height equivalent to a theoretical plate. Measured

on analytical columns (4.6/250 mm) packed with Chiralcel OD 25 pwm and 51 pm. Injection of

a racemic mixture of methyl mandelate. Eluent: n-Heptane/2-propanol (95/5 v/v). Temperature

30°C. Points: Experimental values. Continuous lines: Theoretical model. Dashed lines: Fitted
curves.

Because the external diffusion is negligible compared to the internal diffu-
sion, it is possible to show the influence of the particle size on Eq. (9) (15):

H=A'd, + B'du (26)

The experimental results have been fitted (dashed lines on Fig. 5) by using Eq.
(26), leading to

Hy = 6d, + 128 X 108 d%u for the less retained product  (27)
Hg = 6d, + 1.78 X 10® dZu for the more retained product  (28)

These fitted equations will be used to estimate the influence of particle size on
SMB performance.

ESTIMATION OF THE SMB PERFORMANCE

Consider linear adsorption isotherms (this assumption is only true for small
feed concentrations). The TMB flow rates can be calculated for this separation
(3) with a reflux ratio .
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QITMB = ﬂYEZM
Oltr = YKM
QIIITMB = (Ky/ ’Y)M

QIVTMB = (E/V)MJ

(29)

A reflux ratio of 1 corresponds to the highest possible productivity using an
ideal TMB system without dispersion in the columns (infinite number of
plates) to reach 100% purity for both extract and raffinate. For a real system
the reflux ratio is increased to take into account the limitation due to the dis-
persion and also to improve the robustness of the process (10). The target pu-
rity is fixed at 99% for extract and raffinate. For this high a purity we fix the
reflux ratio at y = 1.04, corresponding to a robust system that requires an ac-
ceptable number of plates.

The SMB internal flow rates and the shift period can be calculated (3) by

QiSMB = QiTMB + 1 i P M i=1tolV (30)

1—¢
AT = — Voo 31
W I 3D

The feed flow rate is directly calculated by the difference of the flow rates in
zones III and IT and can therefore be directly expressed by

K, .
Qf = QHISMB - QHSMB = (T - 'YKI)M (32)
The retention factors K; and K, have been estimated experimentally (Table 1).

With a reflux ratio of v = 1.04, the SMB flow rates and the shift period can
then be calculated (3).

Q1. = 3.7570; )
Oy = 2.5170¢
Onigy = 3.5170¢ ) (33)

QIVSMB = 2370Qf
AT = 0.704VC01/QfJ

These parameters are related to the feed flow rate and to the column
volume V... These parameters will be optimized to reach the optimal
productivity of the SMB system by using the set of Eq. (23). Therefore,
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DESIGN OF A SIMULATED MOVING BED 1299

the pressure drop and the hydrodynamic dispersion of the columns will be
studied.

The SMB process has been simulated to estimate the required number of
plates to reach a purity of extract and raffinate higher than 99% by using two
columns per SMB zone with this set of flow rates. The classical equilibrium
stage model will be used for this calculation: The columns of the SMB process
are considered to be an association of mixing cells in series, where the ad-
sorption equilibrium is assumed to be reached in each cell.

The following mass balance can be written for component i in cell k for each
column of the SMB:

Veo — &=
Sra(y ,1-2p
Qcol &€ de
k+1 _ ok o §
C; Ci + J 7 (34)
where J is the theoretical number of cells of the column
eV.01/0cq 18 the zero retention time of the column

The proper boundary conditions have to be used to correctly simulate the SMB
process. It is then possible to search for the number of theoretical plates re-
quired to reach the given purities for the extract and raffinate streams. Ac-
cording to the simulation, a purity of 99% of both extract and raffinate can be
obtained with 300 plates in the system with this set of flow rates (33). The
steady-state internal concentration profile calculated at half-period is pre-
sented in Fig. 6.
The maximum pressure drop was fixed at 60 bars for the system.

|

4 | \
: \\ |
2

|
]

| |
0 i

T

Eluent Extract Feed Raffinate

FIG. 6 Simulation of the SMB. Internal concentration profile with 300 plates.
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1300 LUDEMANN-HOMBOURGER, BAILLY, AND NICOUD

The optimal hydrodynamic working conditions are obtained if the set of Eq.
(23) is verified, using the experimental measurements

N

L o = 300
6dy + 1.78 X 10°d} -5
a (35)
0.501, O _ 5
. L-§= 160X 10

/

According to Eq. (33), we have Q; = 3.757Q¢ and Q = 3.0400Q;. Therefore:

\
L o = 300
6dy + 6.69 X 10%d} -5
(36)
1.523 , Or 5
LE"=60X% 10
z 0 b

In order to study the influence of particle size on performance, the two fol-
lowing equations can be obtained by substitution:

2.408 X 10'8 d3

L= 8Lcol =

37
V7515 X 10° + 7336 X 10542 — 27414 O

0r V7515 X 10° +7.336 X 10" 42 — 2741.4

Q- 6.113 X 10" dp (38)

According to Egs. (37) and (38), the column length and the ratio Q/{) required
to perform at optimal productivity are direct functions of the particle diameter.
The ratio Q¢/() can be used to solve two kinds of problems:

* For a given required production, the SMB design can be used to estimate
the optimal column section () needed to work with the required feed flow
rate QOy.

* For a given SMB system where the column section () is fixed, the feed
flow rate can be calculated, allowing the optimum production rate of the
process to be predicted.

Consider the first case: the SMB will be designed to separate 10 metric tons
of methyl mandelate per year. The feed concentration is equal to 10 g/L, as-
suming linear adsorption isotherms for the two enantiomers. Assuming 8000
working hours a year, the corresponding feed flow rate is 125 L/h.
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DESIGN OF A SIMULATED MOVING BED 1301

The influence of the particle size on the column length and diameter can
be calculated according to Egs. (37) and (38). Figure 7 represents the influ-
ence of the particle size on the column size. For particles smaller than 20
pwm, the required column length is smaller than 5 cm. However, good pack-
ing quality using small particles cannot be easily achieved for preparative
columns with large diameters if the packed bed is too short. A minimum bed
length of 5 cm is therefore required. The minimum required particle size is
therefore about 20 wm for this separation to work with an acceptable col-
umn length (>5 cm).

For particles larger than 20 pm, the required column diameter is about 11
cm, whatever the particle size, for the production of 10 metric tons per year.
The column diameter required decreases with increasing particle size, but this
variation is only significant for very small particle sizes (<15 pm). For d, >
15 pm, the axial Eddy diffusion term (proportional to d,,) in Eq. (9) becomes
negligible compared to the mass transfer resistance term (proportional to d3).
In this case the solution of the set of Eq. (36) can be simplified and the influ-
ence of d,, in Eq. (38) disappears. The required column diameter is therefore
independent of the particle size.

In conclusion, for particle sizes larger than 15 pwm, the required column di-
ameter is almost independent of particle size.

On the other hand, the required column length increases drastically with
particle size. If the particle size is increased from 25 to 51 wm, the required
optimal column length is increased from 7.2 to 29.5 cm for the same produc-
tion of 10 metric tons per year.

. — 7.00E-01
0.18 / L s
e 0.16 % A
“0.14 / / >0 ¢
0.12 P [ 400E01 5
0.1 5
0.08 / | acor é
0.06 rd [
0.04 -~ |
T 0.0 -~ e
. ~
0 0.00E+00
s OE-06 40E-06 60E-06 80E-06
dp (m)

FIG.7 Influence of the particle size on the column size.
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In conclusion, increasing the particle size tends to increase the required
optimal length of the columns. The required amount of stationary phase is
therefore increased by increasing the particle size, and the investment for
packing is thus about four times higher using Chiralcel OD 51 pwm than 25
pm packing.

Particle size therefore has a significant effect on the productivity of the sys-
tem, as defined by Eqgs. (21) and (22) (Fig. 8): 20 wm is the smallest particle
size one can use to work with an acceptable column length.

When the particle size is larger than 20 wm, it can be seen from Fig. 8
that the productivity per column cross section unit ®g slowly increases
with increasing particle size. This effect is due to the evolution of the
required column diameter shown in Fig. 7. However, the influence of the
particle size is very small and only significant for very small particles.
Productivity is approximately independent of particle sizes over 20 pm.
The productivity per column cross-section unit ®g of the SMB process
(using the same column diameter) is therefore almost the same whether
using Chiralcel OD 25 or 51 pm (P is increased by 2% with the 50 pm
material).

The influence of particle size is, however, much more important on the pro-
ductivity per column volume unit ®v. The required column length is drasti-
cally increased by increasing the particle size, leading to a significant in-
crease in the amount of stationary phase required in the column.
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FIG. 8 Influence of the particle size on the SMB productivity.
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The smallest particle size* therefore leads to the highest productivity per
column volume unit, corresponding to the smallest required column length.
When using an expensive chiral stationary phase, it is very important to min-
imize the required amount of stationary phase. As the productivity per column
cross-section unit @g is almost the same for d, > 20 wm, the productivity per
column volume unit allows one to predict the evolution of the separation cost
of the process.

If the column diameter is fixed, using Chiralcel OD 51 pm instead of 25 pm
leads to almost the same production per time unit, but the required amount of
stationary phase is drastically increased for the same production capacity. For
a given production capacity, the investment in packing is therefore about four
times higher with Chiralcel OD 51 pwm than with 25 um packing.

CONCLUSION

Particle size is a key factor for the optimization of chiral SMB separations,
where the packing cost often represents a significant part of the investment. In
the case of linear adsorption isotherms and for products having almost the
same diffusion coefficients, it is possible to show that particles sizes of 20-25
pm lead to optimum separation performance: the productivity related to the
required amount of stationary phase is then maximized. This conclusion could
also be verified in the case of nonlinear isotherms.

NOTATION

ap specific area of particles

A,B, C coefficients relating the height equivalent to a theoretical
plate to the mobile phase velocity

Creed feed concentration

D molecular diffusion coefficient

D internal diffusion coefficient

d, particle size

hy Kozeny coefficient

H height equivalent to a theoretical plate

k parameter relating the pressure drop to the mobile phase ve-
locity

* For very small particle size, the influence of axial molecular diffusion in Eq. (8) tends to in-
crease. This term is neglected in our calculation. However, it is easy to show that even with a
particle size of d, = 1 wm, axial molecular diffusion represents less than 1.6% of the total dis-
persion at the corresponding operating conditions of the SMB system (mean fluid velocity of
0.0055 m/s).
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initial slope of the adsorption isotherm
column length

sum of the column lengths of the SMB

solid flow rate

number of columns in zone i

number of theoretical plates

minimum number of plates required
maximum pressure acceptable

suction pressure of the SMB recycling pump
flow rate in the column

TMB and SMB internal flow rates in zone k
feed flow rate

mean internal flow rate SMB

zero retention time

retention time component i

global diffusion time in the particle

external diffusion time in the particle
internal diffusion time in the particle
exchange time of the molecule in the particle
mobile phase velocity

SMB average mobile phase velocity

SMB column volume

volume of chiral stationary phase in the SMB
pressure drop

maximal pressure drop on the SMB column
period

thickness of the motionless layer of fluid around the particle
external porosity

solvent density

mobile phase viscosity

column section

margin factor on the TMB flow rates
separation selectivity

SMB productivity per column cross section unit (kg/m?-col-
umn/day)

SMB productivity per column volume unit (kg/m?*-col-
umn/day)

particle Reynolds number

Reynolds number

Schmidt number

Sherwood number
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