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Abstract: This paper focuses on investigating the influence of varying barrel fill levels on the mean

residence time, granule properties (median size, size distribution, and shape), and tensile strength of

tablets. Specific feed load (SFL) (powder feed rate divided by screw speed) and powder feed number

(PFN) (i.e., powder mass flow rate divided by the product of screw speed, screw diameter, and the

material density in the denominator) were considered as surrogates for the barrel fill level. Two type

of powders (lactose and microcrystalline cellulose (MCC)) were granulated separately at varying

fill levels at different liquid-to-solid ratios (L/S). It was observed that by controlling the barrel fill

level, the granule size, shape, and tablet tensile strength can be maintained at specific L/S. It was also

noticed that the mean residence time decreased with increasing fill levels in the case of both lactose

and MCC powder. However, it was only found to be related to the change in granule size in case

of granulating microcrystalline cellulose at varying fill levels. At very high fill levels, granule size

decreased, owing to a limited interaction between MCC powder and liquid at high throughput force

and short residence time.

Keywords: twin screw granulation; continuous; barrel fill; lactose; microcrystalline cellulose; tableting

1. Introduction

Continuous wet granulation using a co-rotating twin screw granulator (TSG) has now become a

technique of choice in the pharmaceutical industry. The screws of TSGs can consist of various types of

elements (conveying, kneading, distributive, combing etc.) arranged in a specific configuration

around the screw shafts. The type of screw elements and the geometry is specific to the TSG

manufacturer. There are limited companies that produce twin screw granulators for pharmaceutical

applications—namely, Leistritz Extrusionstechnik GmbH–NANO 16; Thermo Scientific–Pharma 11,

16, and 24 TSG and GEA Pharma Systems–ConsiGma™-1 (standalone TSG) and 25 systems (TSG as

part of GEA’s continuous tableting line). Each manufacturer has copyrighted screw elements and shaft

geometry, length to diameter ratio (L/D), screw-barrel gap and barrel arrangement (fixed or closed

shell, clam shell etc.). Several papers have been published around TSGs manufactured by Thermo

Scientific and GEA Pharma Systems.

From the literature, it is clear that most of the previous studies on twin screw granulation

have concentrated on the parametric evaluations, which caused them to develop a generalised

understanding of the effects of process and formulation variables on the dependent variables (torque,

barrel fill, and residence time) and granule properties. Most of these studies considered a ‘changing

one single variable at a time’ (COST) approach (in other words, a univariate approach) (as described

by Vercruysse, Córdoba Díaz et al. [1]), which means that either powder feed rate, liquid to solid ratio

(L/S), or screw speed was varied at a time during a run or experiment. For instance, some studies

concentrated on understanding the effects of varying powder feed rate [2–9]; some on L/S [8–11],
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while others focused on binder viscosity [7,10,12–18], screw speed [2,3,5,14,15,18–20], and screw

configuration [5,11,12,18,19,21,22]. From these COST-based studies, it is clear that this approach results

in the production of granules with varying attributes (e.g., size, shape, structure). It is known from

some studies that variables such as powder feed rate and screw speed impact the barrel fill/channel

fill that can change the shear and compaction forces experienced by powder mass in TSG, thereby

influencing the granule size, density, and structure [3].

Although barrel fill is important in twin screw granulation, only a few studies considered barrel fill

as a primary or input variable [5,22–25]. Dhenge, Washino et al. [7] and Lee, Ingram et al. [15] in their

studies estimated dimensionless volumetric fill level (i.e., the ratio of the volume occupied by wet mass

of powder to the total available volume of screw channel) to understand the material occupancy inside

the granulator. Kohlgrüber [26] described the barrel fill level (in twin screw extrusion) in the form

of a dimensionless input variable, where powder mass flow rate is divided by the product of screw

speed, screw diameter, and the material density in the denominator. Kolter, Karl et al. [27] described

specific feed load (non dimensionless) as mass flow divided by the screw speed (i.e., mass transported

per screw revolution). Osorio, Sayin et al. [25] further explored the approach of Kohlgrüber [26]

of a dimensionless input parameter (i.e., powder feed number (PFN)) in their attempt to develop

scale-up rules for three different size twin screw granulators. They noticed that PFN is not sufficiently

applicable in ‘scaling up’ different size granulators, however, it is useful in ‘scaling out’ using the same

granulator. The ‘scaling out’ in their study meant increasing the production rate or throughput in a

granulator. They used one specific powder in their study. Gorringe, Kee et al. [23] investigated the

influence of volumetric channel fill of conveying elements (i.e., total volumetric fraction of conveying

element channels filled with powder) on the granule attributes. They did not consider kneading zone

in the calculation, assuming that it appears filled with powder mass at most of the process parameters.

Furthermore, Gorringe, Kee et al. [23] used two powders in their study, however, they did not compare

the formulations using the same screw configuration. Lute, Dhenge et al. [24] and Meier, Moll et al. [22]

utilized the approach of Kolter, Karl et al. [27] of SFL for one specific drug formulation as a surrogate

parameter for the volumetric fill level. Meier, Moll et al. [22] granulated one specific formulation

(with high drug loaded, i.e., 89.8% (w/w) hydrochlorothiazide) at various SFLs at constant L/S (0.11)

and specific screw configurations using a 40D long 16 mm TSG from Thermo Scientific. There is a

need for further research on this topic in order to understand the impact of varying fill levels on

granule and tablet properties when L/S and formulation or powder are varied. Furthermore, Kumar,

Alakarjula et al. [28] also emphasized the need for finding and understanding the balance between the

powder feed rate and screw speed in order to control the desired product attributes.

This study attempts to further the understanding of the influence of two surrogates for the

overall barrel fill level or occupancy (i.e., specific feed load (SFL) and powder feed number (PFN))

on the mean residence time, and thereby the granulation performance, of lactose (at varying L/S)

and microcrystalline cellulose (MCC) powder using a 25D long 16 mm TSG from Thermo Scientific.

The PFN approach was used in this study along with SFL as it allows for comparison between the

different powders, unlike SFL.

2. Materials and Methods

2.1. Materials

2.1.1. Powder

Two types of powders were used in the study: α-lactose monohydrate (Pharmatose 200M)

(bulk density- 0.5 g/mL) and microcrystalline cellulose (Avicel PH 101) (bulk density- 0.3 g/mL),

supplied by DMV-Fonterra Excipient GmbH and Co. (Goch, Germany) and FMC Biopolymer

(Cork, Ireland), respectively. The particle size of the powders (µm) was measured using a Camsizer XT

(Retsch Technology, Haan, Germany). The lactose powder had particle size characteristics as follows:
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d10—9.3 µm, d50—42.1 µm, and d90—110.0 µm, while MCC powder had the following characteristics:

d10—19.0 µm, d50—57.0 µm, and d90—135.0 µm.

2.1.2. Granulator

A co-rotating twin screw granulator (TSG) (Euro lab 16 TSG (L/D- 25/1), Prism, Thermo Scientific

(Thermo Electron GmbH), Karlsruhe, Germany) was used for the granulation experiments. The screw

configuration used is shown in Figure 1. The free volume (68.67 cm3) for the screw configuration under

consideration was determined using Screw Configuration software from Thermo Scientific.
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Short Pitch Conveying Element; LPCE: Long Pitch Conveying Element; KE: Kneading Element.

A gravimetric, loss-in-weight twin screw powder feeder (K-PH-CL-24-KT20, K-Tron Soder,

Niederlenz, Switzerland) with a pair of co-rotating screws was used to feed powder into the granulator.

A peristaltic pump (101U, Watson Marlow, Cornwall, UK) was used to inject granulation liquid

(distilled water) into the granulator.

2.2. Methods

2.2.1. Granulation

Lactose and MCC powders were granulated separately using a distilled water twin screw

granulator. These two powders were selected as they are well known to differ significantly from

each other in terms of physical (size, bulk density, drop penetration, solubility, etc.) and mechanical

(compressibility) properties.

The experimental design for the granulation of lactose and MCC powders at varying specific feed

load (SFL) (in g) (Equation (1)) and PFN (-) (Equation (2)) is shown in Table 1. Each experiment was

repeated three times.

SFL =
Powder feed rate

Screw speed
(1)

PFN =
Powder feed rate

Powder bulk density × Screw speed × Free space in granulator
(2)

Three different SFLs, 0.041, 0.083, and 0.166, were selected to cover the lower and upper extremes

of the granulation conditions while studying the effect on the residence time and granule attributes.

Each time, the powder feed rate and speed were adjusted accordingly to maintain the SFL. PFN was

further obtained from SFL using powder bulk density and free space in the twin screw granulator.

The liquid was also adjusted to maintain the L/S ratio of 0.048, and 0.1 in the case of lactose and 1.0 in

the case of MCC. The barrel temperature was maintained at 25 ◦C (in all barrel compartments).
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Table 1. Experimental plan. SFL—specific feed load; PFN—powder feed number; MCC—

microcrystalline cellulose.

Expt. No. Powder Feed Rate (g/min) Screw Speed (rpm) SFL (g) PFN (-) for Lactose PFN (-) for MCC

1 6.25 150

0.041 1.71403 × 10−5 3.37093 × 10−5

2 10.41 250
3 16.66 400
4 20.83 500
5 31.25 750
6 41.66 1000

7 12.50 150

0.083 3.42806 × 10−5 6.74185 × 10−5

8 20.83 250
9 33.33 400

10 41.66 500
11 62.50 750
12 83.33 1000

13 25.00 150

0.166 6.85612 × 10−5 1.34837 × 10−4

14 41.66 250
15 66.66 400
16 83.33 500
17 125.00 750
18 166.66 1000

2.2.2. Mean Residence Time (MRT) Measurement

The mean residence time was determined using an ultraviolet (UV) spectrophotometer. The blue

dye, Patent Blue (Acid Blue 1, Sigma-Aldrich, Saint Louis, MO, USA), was used as a tracer.

Approximately 30 mg of dye was introduced into the inlet of the granulator after stabilisation of

the operating conditions. The samples at the granulator exit were collected every 5 s until the tracer

disappeared in the collected granules. The sample of 2 g of granules from each time point was dissolved

separately in 50 mL of distilled water and kept aside for 2 h. The concentration of tracer in the granules

was determined using a UV spectrophotometer at a wavelength of λ = 635 nm. The residence time

distribution was described by a differential outlet age function [E(t)] to give the variation of tracer

concentration at the exit (Equation (3)) [29].

The E(t) curves represent the variation of the tracer concentration with time at the exit. The area

under the curve of the graph of the tracer concentration against the time was normalised by dividing

the concentration values by the total area under the curve, giving the following E(t) values:

E(t) =
C∫ ∞

0 Cdt
∼=

C

∑
∞
0 Ci∆ti

(3)

where C is tracer concentration appearing at the exit at time t. The MRT (tm) can be calculated using

Equation (4).

tm =
∫ ∞

0
tE(t)dt ∼=

∑ tiCi∆ti

∑ Ci∆ti
(4)

2.2.3. Peak Shear Rate

The effect of screw speed was also explained in terms of the peak shear rate exerted on the powder

mass during granulation. The peak shear rate of the twin screw granulator was calculated by the

following equation (Equation (5)).

Peak shear rate =
π × D × N

h × 60
(5)

where, D = screw diameter (15.6 mm)

N = screw speed (rpm)

h = overflight gap (i.e., gap between screw tip and barrel wall) (0.2 mm).
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2.2.4. Analysis of Granules

Size and Shape Analysis of Granules

The granules were air dried on a tray at room temperature for 48 h, and then the size and shape

of the granules were analysed. The size of the granules was analysed using a Camsizer (free-fall

module) (Retsch Technology, Haan, Germany). The shape of the granules was studied using a Keyence

Microscope (Milton Keynes, Buckinghamshire, UK).

2.2.5. Tableting

The granules produced at varying SFL–PFN, screw speed, and L/S (0.048, and 0.1 in case of lactose

and 1.0 in case MCC) were sieved into different size classes (212–600 µm, 600–1000 µm, 1000–1400 µm,

and 212–1400 µm) and compressed in a 12 mm die at 10 kN compression force [1,14] (test speed—

1 mm/min) to produce tablets of approximately 405 mg using an Instron testing machine. This was

done to study the impact of granule size range on the tablet tensile strength. The granules were not

pre-lubricated internally or externally, however, the punch and die of the compression machine were

coated with a thin layer of magnesium stearate to minimise sticking and picking.

Analysis of Tablets

The tablets produced were analysed for their dimension (thickness and diameter) and tensile

strength. The thickness and diameter were measured using a digital calliper. The tensile strength of the

tablet was measured by a diametric compression method, using Zwick/Roell Z 0.5 (Zwick/Roell, Ulm,

Germany) instead of an Instron testing machine. This was done because Zwick/Roell provides a more

suitable force range when compared with the Instron testing machine. The tablets were compressed

diametrically (test speed—1 mm/min) until they fractured. The force-displacement data was recorded.

Ten tablets were used for each experimental condition to produce reproducible data. The strength of

tablets (σ) was determined by inputting maximum force (F), tablet diameter (D), and thickness (T) into

Equation (6) [30,31].

σ = 2
F

πTD
(6)

3. Results

3.1. Lactose Powder

3.1.1. The Effect of Varying SFL–PFN at Different Screw Speed and L/S on Mean Residence Time

The focus of the present work (on varying SFL–PFN) is on understanding the effect of increasing

screw speed at low and high powder feed rates, which is further linked to finding the balance between

these two process variables to achieve certain desired product attributes. For this reason, Figures 2

and 3 are plotted as varying screw speed (i.e., peak shear rates) versus the MRT measured while

granulating lactose powder at low L/S of 0.048 and high L/S of 0.1, respectively, at different fill levels.
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Figure 2. Mean residence time of lactose at different specific feed load (SFL)–powder feed number

(PFN) at varying screw speed (L/S 0.048).
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3.1.2. The Effect of Varying SFL–PFN at Different Screw Speed and L/S on Granule Size

Figure 4 shows the effect of varying screw speed (i.e., peak shear rates) on median granule size

while granulating lactose powder at low L/S of 0.048 at different fill levels [SFL (0.041–0.166) and PFN

(1.71403 × 10−5–6.85612 × 10−5)].
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Figure 4. Median granule size of lactose at different SFL–PFN at varying screw speed (L/S 0.048).
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Figure 5 shows the effect of varying screw speed on median granule size while granulating lactose

powder at relatively higher L/S of 0.1 at different fill levels [SFL (0.041–0.166) and PFN (1.71403 ×

10−5–6.85612 × 10−5)].
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Figure 5. Median granule size of lactose at different SFL–PFN at varying screw speed (L/S 0.1).

Figures 6 and 7 show the size distribution of granules produced at varying SFL–PFN at L/S of

0.048 and 0.1, respectively. The size distribution results support the median granule size data obtained

at respective L/S.
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Figure 6. Granule size distribution of lactose (L/S 0.048) at different SFL–PFN at varying screw speed.

(a) 150 rpm; (b) 250 rpm; (c) 400 rpm; (d) 500 rpm; (e) 750 rpm; and (f) 1000 rpm.
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Figure 7. Granule size distribution of lactose (L/S 0.1) at different SFL–PFN at varying screw speed.

(a) 150 rpm; (b) 250 rpm; (c) 400 rpm; (d) 500 rpm; (e) 750 rpm; and (f) 1000 rpm.
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3.1.3. The Effect of Varying SFL–PFN at Different Screw Speed and L/S on Granule Shape

Figure 8a–f shows the shape of granules produced at varying screw speed (i.e., peak shear rates)

at low L/S (0.048) and low SFL (0.041) and PFN (1.71403 × 10−5).
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Figure 8. Microscopic images of lactose granules produced at varying screw speed at SFL—0.041 and

PFN—1.71403 × 10−5 (L/S 0.048). (a) 150 rpm; (b) 250 rpm; (c) 400 rpm; (d) 500 rpm; (e) 750 rpm;

and (f) 1000 rpm.

3.1.4. The Effect of Varying SFL–PFN at Different Screw Speed and L/S on Tablet Tensile Strength

Figures 9–14 show the tensile strength of tablets of granules (with varying size ranges) produced

at varying screw speed, L/S, and SFL–PFN.
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Figure 9. Tensile strength of tablets of lactose granules produced at varying screw speed at SFL—0.041

and PFN—1.71403 × 10−5 (L/S 0.048).
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Figure 10. Tensile strength of tablets of lactose granules produced at varying screw speed at SFL—0.041

and PFN—1.71403 × 10−5 (L/S 0.1).
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Figure 11. Tensile strength of tablets of lactose granules produced at varying screw speed at SFL—0.083

and PFN—3.42806 × 10−5 (L/S 0.048).
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Figure 12. Tensile strength of tablets of lactose granules produced at varying screw speed at SFL—0.083

and PFN—3.42806 × 10−5 (L/S 0.1).
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3.2. Microcrystalline Cellulose (MCC) Powder

3.2.1. The Effect of Varying SFL–PFN at Different Screw Speed on Mean Residence Time

Figure 15 shows the effect of varying screw speed (i.e., peak shear rate) on MRT measured while

granulating MCC powder at constant L/S of 1.0 at different fill levels [SFL (0.041–0.166) and PFN

(3.37093 × 10−5–1.34837 × 10−4)].
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Figure 15. Mean residence time of microcrystalline cellulose (MCC) at different SFL–PFN at varying

screw speed (L/S 1).

3.2.2. The Effect of Varying SFL–PFN at Different Screw Speed on Granule Size

Figure 16 shows the median size of granules of MCC produced at three different fill levels

(SFL–PFN) at varying screw speed and constant L/S of 1.
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Figure 16. Median granule size of MCC at different SFL–PFN at varying screw speed (L/S 1).

Figure 17 shows the size distribution of granules produced at varying SFL–PFN at L/S of 1.
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Figure 17. Cont.
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Figure 17. Granule size distribution of MCC (L/S 1) at different SFL–PFN at varying screw speed.

(a) 150 rpm; (b) 250 rpm; (c) 400 rpm; (d) 500 rpm; (e) 750 rpm; and (f) 1000 rpm.

3.2.3. The Effect of Varying SFL–PFN at Different Screw Speed on Granule Shape

The effect of varying SFL–PFN at different screw speed on granule shape is presented in

Figure 18a–f, Figure 19a–f, and Figure 20a–f, respectively.
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Figure 18. Microscopic images of MCC granules produced at varying screw speed at SFL—0.041 and

PFN—3.37093 × 10−5. (a) 150 rpm; (b) 250 rpm; (c) 400 rpm; (d) 500 rpm; (e) 750 rpm; and (f) 1000 rpm.
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Figure 20. Microscopic images of MCC granules produced at varying screw speed at SFL—0.166 and 
PFN—1.34837 × 10−4. (a) 150 rpm; (b) 250 rpm; (c) 400 rpm; (d) 500 rpm; (e) 750 rpm; and (f) 1000 rpm. 
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Figure 20. Microscopic images of MCC granules produced at varying screw speed at SFL—0.166 and 
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3.2.4. The Effect of Varying SFL–PFN at Different Screw Speed on Tablet Tensile Strength

Figures 21–23 show the tensile strength of tablets of MCC granules (with varying size ranges)

produced at varying screw speed and SFL–PFN at L/S of 1.0.

Pharmaceutics 2018, 10, x FOR PEER REVIEW  15 of 21 

 

3.2.4. The Effect of Varying SFL–PFN at Different Screw Speed on Tablet Tensile Strength 

Figures 21–23 show the tensile strength of tablets of MCC granules (with varying size ranges) 
produced at varying screw speed and SFL–PFN at L/S of 1.0. 

 
Figure 21. Tensile strength of tablets of MCC granules produced at varying screw speed at SFL—0.041 
and PFN—3.37093 × 10−5 (L/S 1). 

 
Figure 22. Tensile strength of tablets of MCC granules produced at varying screw speed at SFL—0.083 
and PFN—6.74185 × 10−5 (L/S 1). 

0

0.5

1

1.5

2

2.5

3

3.5

212-600 600-1000 1000-1400 212-1400

Ta
bl

et
 st

re
ng

th
 (M

Pa
)

Size class (μm)

150rpm

250rpm

400rpm

500rpm

750rpm

1000rpm

0

0.5

1

1.5

2

2.5

3

3.5

212-600 600-1000 1000-1400 212-1400

Te
ns

ile
 st

re
ng

th
 (M

Pa
)

Size class (μm)

150rpm

250rpm

400rpm

500rpm

750rpm

1000rpm

Figure 21. Tensile strength of tablets of MCC granules produced at varying screw speed at SFL—0.041

and PFN—3.37093 × 10−5 (L/S 1).
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Figure 22. Tensile strength of tablets of MCC granules produced at varying screw speed at SFL—0.083

and PFN—6.74185 × 10−5 (L/S 1).
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Figure 23. Tensile strength of tablets of MCC granules produced at varying screw speed at SFL—0.166

and PFN—1.34837 × 10−4 (L/S 1).

4. Discussion

4.1. Lactose Powder

4.1.1. The Effect of Varying SFL–PFN at Different Screw Speed and L/S on MRT

Figure 2 indicates that MRT decreases with the increase in screw speed at all fill levels

(i.e., SFL–PFN). The reason for this is that increasing the screw speed increases the axial transport

rate (drag flow rate) of the powder, thereby reducing the time the powder spends in the granulator.

Comparing three SFL–PFN at various screw speeds, MRT was the highest at the lowest SFN–PFN

(SFL—0.041 and PFN—1.71403 × 10−5) (i.e., low fill level). The reason for this is that the powder

throughput or conveyance force [3], which pushes the powder in the forward direction in the granulator,

was low at low fill levels at all screw speeds. In other words, at varying screw speed at a constant

powder feed rate, the screws rotate while relatively starved of powder, and hence the fill level and

throughput force mostly depends on the increase in the powder feed rate. In the present study,

the powder feed rate was also varied in proportion to the increase in the screw speed to get the same

specific feed load. Therefore, the relative barrel fill level, and thereby the throughput force, assumedly

remains low for low SFL–PFN at all screw speeds. Thus, the throughput force at low SFN–PFN was

relatively low and MRT was high when compared with those at higher SFL–PFN conditions, where the

powder feed rate was higher for the corresponding screw speed.

As the fill level increased (i.e., SFL—0.083 and PFN—3.42806 × 10−5), MRT decreased sharply as

a result of the increase in the throughput force. The further increase in the fill level (i.e., SFL—0.166

and PFN—6.85612 × 10−5) did not necessarily result in significant decline in MRT, especially at and

after screw speed of 400 rpm, when compared with that at SFL—0.083 and PFN—3.42806 × 10−5.

This indicates that there is a limit for MRT to change with the increase in SFL–PFN. As mentioned

earlier, in the present study, the powder feed rate is varied in proportion to the screw speed in order to

maintain the same specific feed load or fill level. At SFL—0.166 and PFN—6.85612 × 10−5, the powder

feed rate was high, but so was the corresponding screw speed. Thus, screw speed could not control
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the fill level, and thereby throughput force and MRT, alone as the powder feed rate was also changing

at same time.

A similar trend was noticed at an L/S of 0.1 (Figure 3), however, the magnitude of MRT was

higher. This is expected since the powder was more wetted when compared with that at an L/S of

0.048, which led to the powder becoming more sluggish/cohesive or sticky, and thus flowing slower

in the granulator.

4.1.2. The Effect of Varying SFL–PFN at Different Screw Speed and L/S on Granule Size

Figure 4 indicates that increasing SFN–PFN (i.e., fill level at varying screw speed) had no

significant impact on the granule size. The median granule size ranged from 585 µm to 758 µm.

Considering the difference in the mean residence time at varying fill levels at L/S 0.048, it was expected

that granule size would also change in response to the screw speed and fill level. However, this was

not the case, meaning that the difference in the mean residence time does not necessarily translate

into the change in the granule size when the SFL is kept constant. The granule size can be more or

less maintained at varying screw speed and fill level for simple placebo formulations, such as lactose

in this case. The results can be explained by understanding the effect of screw speed on the wet

granules’ flow within the twin screw granulator. At low screw speed, the peak shear rate, axial mixing,

and the centrifugal force acting on the wet granules are low (despite keeping the same SFL at varying

screw speeds). This means that the transport of wet granules in the granulator was mainly through a

convective and less dispersive type of transport [28]. This means that the more dominant mechanism

by which the granules are formed, broken, and/or reformed is the shearing of wet granules between

the screw channel and barrel surface and in the intermeshing area between the screws. The sheared,

broken, and surface wetted granules undergo a sequence of coalescence (granules attach to each other

as they flow in close proximity at low screw speed) followed by breakage on the surface of the screw

as it pushes the granules to opposite screws through the intermeshing area between them.

As the screw speed increases, the peak shear rate, axial mixing, and the centrifugal force acting

on the wet granules also increase. A high centrifugal force results in more dispersion transport and

a stronger impact of wet granules on the barrel wall, the intermeshing section, and the other wet

granules. Thus, the more dominant mechanism at high screw speed is the impact of wet granules.

Some extent of shearing of wet granules in the intermeshing area between the screws also takes place

at higher screw speed.

Similar to low L/S (0.048), at L/S of 0.1 (Figure 5), granule size was maintained at varying fill

level (SFN–PFN) at different screw speeds. However, the overall granule size increased and ranged

from 829 µm to 1021 µm. This is expected because the amount of liquid available for the particles

to attach was higher at L/S of 0.1. Comparing the results at varying fill levels at different L/S, it is

clear that the amount of liquid added is a critical input variable to be considered while increasing the

throughput of the twin screw granulator by increasing the SFL–PFN.

The low L/S (0.048) produced granules with some degree of bimodality (i.e., mixed amounts

of small and bigger granules) (Figure 6). The limited availability of granulation liquid at low L/S of

0.048 resulted in non-homogenous wetting of powder mass [11], meaning the formation of some liquid

rich, bigger, stronger, and weaker granules and some poorly wetted, smaller, and weaker granules,

which were relatively easy to break or attrite at shear and compressive forces within the granulator.

This potentially resulted in skewed or bimodal granule size distribution [10,32]. As the L/S increased

to 0.1, the liquid distribution in powder mass was relatively improved and the granules formed

were more wetted and deformable [33] at the shear and compressive forces within the granulator.

This resulted in the formation of granules with monomodal size distribution (i.e., less proportion of

smaller granules) when compared with that at low L/S (Figure 7).
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4.1.3. The Effect of Varying SFL–PFN at Different Screw Speed and L/S on Granule Shape

Figure 8 indicates that the granule shape (elongation) does not vary noticeably as the screw speed

is increased at constant fill level (SFL–PFN) at low L/S of 0.048. In all cases, a mixed proportion

of large (elongated) and small size granules were produced. The results agree with the findings

from previous research, in which limited availability of granulation liquid produced mixed-shape

granules [1,5,10]. At such liquid amounts (L/S 0.048), powder mass was not homogenously wetted,

meaning some stronger, larger granules did not deform sufficiently and remained elongated as they

rolled on the screw channel surface during their progression along the granulator barrel length [34].

These microscopic results support the size distribution of granules at varying fill level, where no

significant difference in size was observed.

Similar observations were noted for higher fill level of SFL—0.083, PFN—3.42806 × 10−5 and

SFL—0.166, PFN—6.85612 × 10−5 (data not shown). This was expected since the L/S was maintained

at all fill levels.

Microscopic images of granules produced at L/S of 0.1 at varying screw speed and SFL–PFN

indicated the presence of relatively spherical granules when compared with L/S of 0.048 (data not

shown). The shape of the granules did not vary noticeably when compared with different screw speed

and SFL–PFN (data not shown).

4.1.4. The Effect of Varying SFL–PFN at Different Screw Speed and L/S on Tablet Tensile Strength

Figures 9–14 indicate that tablet strength did not vary significantly at all conditions (i.e., varying

SFL–PFN at two L/S). Interestingly, the granule size ranges from various conditions also did not affect

the tablet tensile strength. The compression force used in the present study was same as in previous

research on twin screw granulation [1,14], in which tablet strength did not vary significantly with

respect to L/S or screw speed. It is likely that this compression force was high enough to overcome the

strength of all granules in various ranges used in this study.

4.2. Microcrystalline Cellulose (MCC) Powder

4.2.1. The Effect of Varying SFL–PFN at Different Screw Speed on MRT

Figure 15 indicates that mean residence time decreased with increasing screw speed at all three

fill levels (SFN–PFN). Comparing three SFL–PFN values, MRT values drop significantly at high

SFL (0.166)–PFN (1.34837 × 10−4). These results for MCC powder are similar in terms of trend to

those for lactose powder (at L/S of 0.1) (see Figures 2 and 3), where MRT decreased with increasing

screw speed. However, the magnitude of MRT for MCC is clearly smaller than lactose. This can be

described based on the difference in the PFN values and powder–liquid interaction for MCC and

lactose. The PFN values for MCC are almost double the lactose PFN values (Table 1). The PFN values

take into consideration the bulk density of the powder, which is higher in case of MCC than in lactose.

Thus, the overall barrel fill level for MCC is higher when compared with that for lactose. Furthermore,

unlike lactose, MCC granules do not become sticky (because of its insolubility in water) and flow

better within granulator. Therefore, as a result of higher fill level and better flowability, MCC granules

spent a relatively shorter time within the granulator, hence the lower MRT.

4.2.2. The Effect of Varying SFL–PFN at Different Screw Speed on Granule Size

Figure 16 shows that median granule size was similar at two fill levels [SFL (0.041 and 0.083) and

PFN (3.37093 × 10−5 and 6.74185 × 10−5)] at varying screw speeds. As the fill level increased further

(SFL—0.166, PFN—1.34837 × 10−4), the granule size remained similar at varying screw speed, but was

smaller when compared with two other fill levels. There are two potential reasons for this effect: either

very short residence time (as a result of high throughput force at high fill level) for the MCC powder

to form sufficiently strong granules, or high shearing and friction between the granules–barrel wall

and granules–granules because of a relatively high barrel fill level, which reduces the overall granule
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size. The MRT exhibited almost no impact on granule size in the case of lactose powder because of its

solubility in water. In case of MCC (because of its insolubility in water), however, MRT showed its

effect owing to a short duration for powder–liquid interactions to occur at high fill level and greater

flowability of MCC powder within the granulator.

The size distribution results in Figure 17 support the median granule size data obtained at various

SFL–PFN. At all three fill levels or SFL–PFN, the granule size distributions were bimodal at all screw

speeds. High fill level (SFL—0.166, PFN—1.34837 × 10−4) resulted in more fines or small granules

when compared with two other fill levels. As mentioned in case of median granule size, the production

of small size granules or fines was potentially a result of reduced powder–liquid interaction because of

a shorter residence time or high shearing.

4.2.3. The Effect of Varying SFL–PFN at Different Screw Speed on Granule Shape

Figures 18–20 show the microscopic images of granules produced at varying SFL–PFN. In all

cases, the granules produced were elongated in shape and comprised of small and large granules.

This supports the size distribution of granules at three different fill levels, where higher fill level

(SFL—0.166, PFN—1.34837 × 10−4) indicated the presence of more fines when compared with lower

fill levels. The high compressibility of MCC (plastically deforming powder) adds to the formation of

some elongated, flaky granules during twin screw wet granulation [32,35].

4.2.4. The Effect of Varying SFL–PFN at Different Screw Speed on Tablet Tensile Strength

The tensile strength of tablets does not change significantly at varying size or SFL–PFN

(Figures 21–23). In all cases, the tensile strength of tablets of MCC granules ranged between ~2 MPa

to 3 MPa, which is clearly higher than that of tablets of lactose granules. It is known that MCC is a

water-insoluble, plastically-deforming powder with high compressibility, while lactose is water-soluble

and brittle in nature and has lower compressibility [35]. Hence, the produced granules of lactose may

be relatively stronger than the MCC granules. The weaker MCC granules compressed better than the

stronger lactose granules and produced stronger tablets.

Furthermore, the tablet tensile strength results for MCC are not fully aligned with the granule

size results. The granule size at SFL of 0.041 and 0.083 was similar, while higher SFL of 0.166 resulted

in relatively smaller granules. The tablet tensile strength for all three SFLs was similar. As mentioned

earlier, this may be a result of high compression force during tableting, which overcomes the strength

of granules in various size ranges.

5. Conclusions

Through this study, it was shown that the specific feed load or powder feed number at a given

L/S can act as a surrogate for the barrel fill level, which can be used to control and maintain the granule

size and shape. The control on the tablet tensile strength at varying SFL–PFN was not conclusive as

it did not change noticeably, even after increasing the liquid granulation amount. This means that

the compression force may need further optimization (lower compression force) in order to see any

possible effect of varying processing conditions on the tablet tensile strength. It was also found that the

material property plays an important role in studying fill level. Lactose maintained the granule size

at all fill levels because it dissolved in water and formed liquid bridges that helped to bind material

together to form relatively stronger granules. On the contrary, MCC, which is insoluble in water,

produced a larger proportion of smaller granules at a higher fill level, owing to the limited interaction

between powder and liquid as a result of high throughput force and short residence time. Thus, it is

concluded that along with fill level, material property and residence time are also important factors

when considering increasing the throughput (scaling out) of twin screw granulators. There is scope to

validate the approach of using SFL–PFN for increasing the machine throughput while keeping the

granule and tablet quality attributes similar using a range of materials with varying physical and

mechanical properties.



Pharmaceutics 2018, 10, 67 20 of 21

Author Contributions: Conceptualization, S.V.L., R.M.D. and A.D.S.; Methodology, S.V.L.; Formal Analysis, S.V.L.;
Investigation, S.V.L., R.M.D. and A.D.S.; Data Curation, S.V.L. and R.M.D.; Writing-Original Draft Preparation,
S.V.L.; Writing-Review & Editing, R.M.D. and A.D.S.; Supervision, A.D.S.;

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

References

1. Vercruysse, J.; Córdoba Díaz, D.; Peeters, E.; Fonteyne, M.; Delaet, U.; Van Assche, I.; De Beer, T.; Remon, J.P.;

Vervaet, C. Continuous twin screw granulation: Influence of process variables on granule and tablet quality.

Eur. J. Pharm. Biopharm. 2012, 82, 205–211. [CrossRef] [PubMed]

2. Djuric, D.; Van Melkebeke, B.; Kleinebudde, P.; Remon, J.P.; Vervaet, C. Comparison of two twin-screw

extruders for continuous granulation. Eur. J. Pharm. Biopharm. 2009, 71, 155–160. [CrossRef] [PubMed]

3. Dhenge, R.M.; Fyles, R.S.; Cartwright, J.J.; Doughty, D.G.; Hounslow, M.J.; Salman, A.D. Twin screw wet

granulation: Granule properties. Chem. Eng. J. 2010, 164, 322–329. [CrossRef]

4. Djuric, D.; Kleinebudde, P. Continuous granulation with a twin-screw extruder: Impact of material throughput.

Pharm. Dev. Technol. 2010, 15, 518–525. [CrossRef] [PubMed]

5. Thompson, M.R.; Sun, J. Wet Granulation in a Twin-Screw Extruder: Implications of Screw Design.

J. Pharm. Sci. 2010, 99, 2090–2103. [CrossRef] [PubMed]

6. Dhenge, R.M.; Cartwright, J.J.; Doughty, D.G.; Hounslow, M.J.; Salman, A.D. Twin screw wet granulation:

Effect of powder feed rate. Adv. Powder Technol. 2011, 22, 162–166. [CrossRef]

7. Dhenge, R.M.; Washino, K.; Cartwright, J.J.; Hounslow, M.J.; Salman, A.D. Twin screw granulation using

conveying screws: Effects of viscosity of granulation liquids and flow of powders. Powder Technol. 2013, 238,

77–90. [CrossRef]

8. Kumar, A.; Dhondt, J.; Vercruysse, J.; De Leersnyder, F.; Vanhoorne, V.; Vervaet, C.; Remon, J.P.; Gernaey, K.V.;

De Beer, T.; Nopens, I. Development of a process map: A step towards a regime map for steady-state high

shear wet twin screw granulation. Powder Technol. 2016, 300, 73–82. [CrossRef]

9. Liu, H.; Galbraith, S.C.; Ricart, B.; Stanton, C.; Smith-Goettler, B.; Verdi, L.; O’Connor, T.; Lee, S.; Yoon, S.

Optimization of critical quality attributes in continuous twin-screw wet granulation via design space

validated with pilot scale experimental data. Int. J. Pharm. 2017, 525, 249–263. [CrossRef] [PubMed]

10. Dhenge, R.M.; Cartwright, J.J.; Hounslow, M.J.; Salman, A.D. Twin screw wet granulation: Effects of

properties of granulation liquid. Powder Technol. 2012, 229, 126–136. [CrossRef]

11. El Hagrasy, A.S.; Hennenkamp, J.R.; Burke, M.D.; Cartwright, J.J.; Litster, J.D. Twin screw wet granulation:

Influence of formulation parameters on granule properties and growth behavior. Powder Technol. 2013, 238,

108–115. [CrossRef]

12. Dhenge, R.M.; Cartwright, J.J.; Hounslow, M.J.; Salman, A.D. Twin screw granulation: Steps in granule growth.

Int. J. Pharm. 2012, 438, 20–32. [CrossRef] [PubMed]

13. Keleb, E.I.; Vermeire, A.; Vervaet, C.; Remon, J.P. Continuous twin screw extrusion for the wet granulation

of lactose. Int. J. Pharm. 2002, 239, 69–80. [CrossRef]

14. Keleb, E.I.; Vermeire, A.; Vervaet, C.; Remon, J.P. Twin screw granulation as a simple and efficient tool for

continuous wet granulation. Int. J. Pharm. 2004, 273, 183–194. [CrossRef] [PubMed]

15. Lee, K.T.; Ingram, A.; Rowson, N.A. Twin screw wet granulation: The study of a continuous twin screw

granulator using Positron Emission Particle Tracking (PEPT) technique. Eur. J. Pharm. Biopharm. 2012, 81,

666–673. [CrossRef] [PubMed]

16. Saleh, M.F.; Dhenge, R.M.; Cartwright, J.J.; Hounslow, M.J.; Salman, A.D. Twin screw wet granulation:

Binder delivery. Int. J. Pharm. 2015, 487, 124–134. [CrossRef] [PubMed]

17. Saleh, M.F.; Dhenge, R.M.; Cartwright, J.J.; Hounslow, M.J.; Salman, A.D. Twin screw wet granulation: Effect

of process and formulation variables on powder caking during production. Int. J. Pharm. 2015, 496, 571–582.

[CrossRef] [PubMed]

18. Yu, S.; Reynolds, G.K.; Huang, Z.; de Matas, M.; Salman, A.D. Granulation of increasingly hydrophobic

formulations using a twin screw granulator. Int. J. Pharm. 2014, 475, 82–96. [CrossRef] [PubMed]

19. Djuric, D.; Kleinebudde, P. Impact of screw elements on continuous granulation with a twin-screw extruder.

J. Pharm. Sci. 2008, 11, 4934–4942. [CrossRef] [PubMed]

http://dx.doi.org/10.1016/j.ejpb.2012.05.010
http://www.ncbi.nlm.nih.gov/pubmed/22687571
http://dx.doi.org/10.1016/j.ejpb.2008.06.033
http://www.ncbi.nlm.nih.gov/pubmed/18678245
http://dx.doi.org/10.1016/j.cej.2010.05.023
http://dx.doi.org/10.3109/10837450903397578
http://www.ncbi.nlm.nih.gov/pubmed/19921959
http://dx.doi.org/10.1002/jps.21973
http://www.ncbi.nlm.nih.gov/pubmed/19890935
http://dx.doi.org/10.1016/j.apt.2010.09.004
http://dx.doi.org/10.1016/j.powtec.2012.05.045
http://dx.doi.org/10.1016/j.powtec.2015.11.067
http://dx.doi.org/10.1016/j.ijpharm.2017.04.055
http://www.ncbi.nlm.nih.gov/pubmed/28450171
http://dx.doi.org/10.1016/j.powtec.2012.06.019
http://dx.doi.org/10.1016/j.powtec.2012.04.035
http://dx.doi.org/10.1016/j.ijpharm.2012.08.049
http://www.ncbi.nlm.nih.gov/pubmed/22960611
http://dx.doi.org/10.1016/S0378-5173(02)00052-2
http://dx.doi.org/10.1016/j.ijpharm.2004.01.001
http://www.ncbi.nlm.nih.gov/pubmed/15010142
http://dx.doi.org/10.1016/j.ejpb.2012.04.011
http://www.ncbi.nlm.nih.gov/pubmed/22561951
http://dx.doi.org/10.1016/j.ijpharm.2015.04.017
http://www.ncbi.nlm.nih.gov/pubmed/25869451
http://dx.doi.org/10.1016/j.ijpharm.2015.10.069
http://www.ncbi.nlm.nih.gov/pubmed/26536529
http://dx.doi.org/10.1016/j.ijpharm.2014.08.015
http://www.ncbi.nlm.nih.gov/pubmed/25124058
http://dx.doi.org/10.1002/jps.21339
http://www.ncbi.nlm.nih.gov/pubmed/18300301


Pharmaceutics 2018, 10, 67 21 of 21

20. Kumar, A.; Vercruysse, J.; Bellandi, G.; Gernaey, K.V.; Vervaet, C.; Remon, J.P.; De Beer, T.; Nopens, I.

Experimental investigation of granule size and shape dynamics in twin-screw granulation. Int. J. Pharm.

2014, 475, 485–495. [CrossRef] [PubMed]

21. Lute, S.V.; Dhenge, R.M.; Hounslow, M.J.; Salman, A.D. Twin screw granulation: Understanding the

mechanism of granule formation along the barrel length. Chem. Eng. Res. Des. 2016, 110, 43–53. [CrossRef]

22. Meier, R.; Thommes, M.; Rasenack, N.; Moll, K.P.; Krumme, M.; Kleinebudde, P. Granule size distributions

after twin-screw granulation—Do not forget the feeding systems. Eur. J. Pharm. Biopharm. 2016, 106, 59–69.

[CrossRef] [PubMed]

23. Gorringe, L.J.; Kee, G.S.; Saleh, M.F.; Fa, N.H.; Elkes, R.G. Use of the channel fill level in defining a design

space for twin screw wet granulation. Int. J. Pharm. 2017, 519, 165–177. [CrossRef] [PubMed]

24. Lute, S.V.; Dhenge, R.M.; Hounslow, M.J.; Salman, A.D. Twin screw wet granulation: Effect of fill level.

In Proceedings of the 7th International Granulation Workshop, Sheffield, UK, 29–30 June 2015.

25. Osorio, J.G.; Sayin, R.; Kalbag, A.V.; Litster, J.D.; Martinez-Marcos, L.; Lamprou, D.A.; Halbert, G.W.

Scaling of continuous twin screw wet granulation. AIChE J. 2017, 63, 921–932. [CrossRef]

26. Kohlgrüber, K. Co-Rotating Twin-Screw Extruders. In Co-Rotating Twin-Screw Extruder; Hanser: Munich,

Germany, 2008. [CrossRef]

27. Kolter, K.; Karl, M.; Gryczke, A. Hot-Melt Extrusion with BASF Pharma Polymers. In Extrusion Compendium;

2nd Revised and Enlarged Edition BASF SE; BASF: Ludwigshafen, Germany, 2012.

28. Kumar, A.; Alakarjula, M.; Vanhoorne, V.; Toiviainen, M.; De Leersnyder, F.; Vercruysse, J.; Juuti, M.;

Ketolainen, J.; Vervaet, C.; Remon, J.P.; et al. Linking granulation performance with residence time and

granulation liquid distributions in twin-screw granulation: An experimental investigation. Eur. J. Pharm. Sci.

2016, 90, 25–37. [CrossRef] [PubMed]

29. Nikitine, C.; Rodier, E.; Sauceau, M.; Fages, J. Residence time distribution of a pharmaceutical grade polymer

melt in a single screw extrusion process. Chem. Eng. Res. Des. 2009, 87, 809–816. [CrossRef]

30. Fell, J.T.; Newton, J.M. Determination of Tablet Strength by the Diametral-Compression Test. J. Pharm. Sci.

1970, 59, 688–691. [CrossRef] [PubMed]

31. Mangwandi, C.; Albadarin, A.B.; JiangTao, L.; Allen, S.; Walker, G.M. Development of a value-added soil

conditioner from high shear co-granulation of organic waste and limestone powder. Powder Technol. 2014,

252, 33–41. [CrossRef]

32. Verstraeten, M.; Van Hauwermeiren, D.; Lee, K.; Turnbull, N.; Wilsdon, D.; am Ende, M.; Doshi, P.; Vervaet, C.;

Brouckaert, D.; Mortier, S.T.F.C.; et al. In-depth experimental analysis of pharmaceutical twin-screw wet

granulation in view of detailed process understanding. Int. J. Pharm. 2017, 529, 678–693. [CrossRef]

[PubMed]

33. Iveson, S.M.; Litster, J.D.; Hapgood, K.; Ennis, B.J. Nucleation, growth and breakage phenomena in agitated

wet granulation processes: A review. Powder Technol. 2001, 117, 3–39. [CrossRef]

34. Thompson, M.R.; O’Donnell, K.P. “Rolling” phenomenon in twin screw granulation with controlled-release

excipients. Drug Dev. Ind. Pharm. 2015, 41, 482–492. [CrossRef] [PubMed]

35. Kleinebudde, P.; Jumaa, M.; El Saleh, F. Influence of degree of polymerization on behavior of cellulose during

homogenization and extrusion/spheronization. AAPS PharmSci 2000, 2, 18–27. [CrossRef]

© 2018 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access

article distributed under the terms and conditions of the Creative Commons Attribution

(CC BY) license (http://creativecommons.org/licenses/by/4.0/).

http://dx.doi.org/10.1016/j.ijpharm.2014.09.020
http://www.ncbi.nlm.nih.gov/pubmed/25234863
http://dx.doi.org/10.1016/j.cherd.2016.03.008
http://dx.doi.org/10.1016/j.ejpb.2016.05.011
http://www.ncbi.nlm.nih.gov/pubmed/27224854
http://dx.doi.org/10.1016/j.ijpharm.2017.01.029
http://www.ncbi.nlm.nih.gov/pubmed/28099877
http://dx.doi.org/10.1002/aic.15459
http://dx.doi.org/10.3139/9783446433410.fmpp
http://dx.doi.org/10.1016/j.ejps.2015.12.021
http://www.ncbi.nlm.nih.gov/pubmed/26709082
http://dx.doi.org/10.1016/j.cherd.2008.10.008
http://dx.doi.org/10.1002/jps.2600590523
http://www.ncbi.nlm.nih.gov/pubmed/5446428
http://dx.doi.org/10.1016/j.powtec.2013.10.039
http://dx.doi.org/10.1016/j.ijpharm.2017.07.045
http://www.ncbi.nlm.nih.gov/pubmed/28720539
http://dx.doi.org/10.1016/S0032-5910(01)00313-8
http://dx.doi.org/10.3109/03639045.2013.879723
http://www.ncbi.nlm.nih.gov/pubmed/24467440
http://dx.doi.org/10.1208/ps020321
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Materials and Methods 
	Materials 
	Powder 
	Granulator 

	Methods 
	Granulation 
	Mean Residence Time (MRT) Measurement 
	Peak Shear Rate 
	Analysis of Granules 
	Tableting 


	Results 
	Lactose Powder 
	The Effect of Varying SFL–PFN at Different Screw Speed and L/S on Mean Residence Time 
	The Effect of Varying SFL–PFN at Different Screw Speed and L/S on Granule Size 
	The Effect of Varying SFL–PFN at Different Screw Speed and L/S on Granule Shape 
	The Effect of Varying SFL–PFN at Different Screw Speed and L/S on Tablet Tensile Strength 

	Microcrystalline Cellulose (MCC) Powder 
	The Effect of Varying SFL–PFN at Different Screw Speed on Mean Residence Time 
	The Effect of Varying SFL–PFN at Different Screw Speed on Granule Size 
	The Effect of Varying SFL–PFN at Different Screw Speed on Granule Shape 
	The Effect of Varying SFL–PFN at Different Screw Speed on Tablet Tensile Strength 


	Discussion 
	Lactose Powder 
	The Effect of Varying SFL–PFN at Different Screw Speed and L/S on MRT 
	The Effect of Varying SFL–PFN at Different Screw Speed and L/S on Granule Size 
	The Effect of Varying SFL–PFN at Different Screw Speed and L/S on Granule Shape 
	The Effect of Varying SFL–PFN at Different Screw Speed and L/S on Tablet Tensile Strength 

	Microcrystalline Cellulose (MCC) Powder 
	The Effect of Varying SFL–PFN at Different Screw Speed on MRT 
	The Effect of Varying SFL–PFN at Different Screw Speed on Granule Size 
	The Effect of Varying SFL–PFN at Different Screw Speed on Granule Shape 
	The Effect of Varying SFL–PFN at Different Screw Speed on Tablet Tensile Strength 


	Conclusions 
	References

