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Oil-in-water and water-in-oil nanoemulsions are interesting carriers for respectively oil soluble and water soluble actives. In this study, oil-in-water (O/W) and water-in-oil (W/O) nanoemulsions were prepared by premix membrane emulsification. A coarse emulsion (premix) was injected thanks to a high pressure pump through a Shirasu Porous Glass (SPG) membrane with pore size of 0.5 µm in order to reduce and homogenize the droplet size. The effect of viscosities on the pressure and droplet size was investigated: the water phase viscosity by increasing glycerol concentration, the oil phase viscosity with mineral oils of different viscosities and the overall emulsion viscosity by increasing the dispersed phase content of the emulsion. The pressure required to break up the droplets inside the membrane pores ∆P dis did not depend on viscosities, while the pressures generated by the flows through the pipe ∆P pipe and the membrane ∆P f low were proportional to the viscosity of the overall emulsion. W/O nanoemulsions were more difficult to produce and to characterize but thanks to the original set-up working at pressures up to 65 bar and high flowrates, W/O mineral oil nanoemulsions were produced with mean droplets size around 600 nm and flow rate of 50 mL/min.

Introduction

Nanoemulsions, defined by their droplet size which has to be within the submicron range, find applications in cosmetics [START_REF] Mihranyan | Current status and future prospects of nanotechnology in cosmetics[END_REF], pharmaceuticals or food industry due to their improved stability and delivery properties [START_REF] Silva | Nanoemulsions for Food Applications: Development and Characterization[END_REF][START_REF] Shakeel | Transdermal delivery of anticancer drug caffeine from water-in-oil nanoemulsions[END_REF][START_REF] Wu | Topical transport of hydrophilic compounds using water-in-oil nanoemulsions[END_REF][START_REF] Yukuyama | Nanoemulsion: process selection and application in cosmetics -a review[END_REF]. Nanoemulsions can be oil-in-water emulsions (O/W) with the oil phase dispersed into the water continuous phase, or water-in-oil emulsions (W/O) when the aqueous phase is dispersed into the oily continuous phase. W/O nanoemulsions can also be incorporated into a second water phase to create double water-in-oil-in-water emulsions (W/O/W) which have several applications in cosmetics or pharmaceutics [START_REF] Iqbal | Double emulsion solvent evaporation techniques used for drug encapsulation[END_REF].

Then, hydrophillic and hydrophobic actives can be encapsulated within nanoemulsions. Numerous encapsulation technique salso rely on nanoemulsion preparation in order to obtain nanocapsules or nanospheres. W/O and O/W nanoemulsions are produced with the same techniques either low or high energy processes [START_REF] Solans | Nano-emulsions[END_REF]. Low energy processes are based on the physicochemical properties of the nanoemulsions and require specific compositions which may not be suitable for cosmetics or pharmaceutical applications. On the contrary, high energy processes like sonication and high pressure homogenization (HPH), are suitable for different types of formulations as intensive disruptive forces breakup the oil and water phases creating droplets [START_REF] Yukuyama | Nanoemulsion: process selection and application in cosmetics -a review[END_REF]. However, sonication is not scalable to more than a few hundred milliliters and usually broad droplets size distributions are obtained, and HPH requires several cycles in order to obtain monodispersed droplets.

Membrane emulsification is a more recent process, that also uses mechanical forces but with less energy [START_REF] Charcosset | Membranes for the preparation of emulsions and particles[END_REF][START_REF] Vladisavljević | Structured microparticles with tailored properties produced by membrane emulsification[END_REF]. The process has several advantages such as no temperature increase during emulsification, and low shear rate which gives better stability to shear sensitive actives and the control of the droplet size by the membrane pore size. In Direct Membrane Emulsification (DME), the most classical membrane emulsification process, the dispersed phase is pushed through the membrane pores and droplets are formed at the membrane/continuous phase interface. DME shows limitations at nano-scale to preserve the monodispersity and small size of the droplets. In addition, flowrates of the dispersed phase are very low [START_REF] Joseph | Evaluation of Shirasu Porous Glass (SPG) membrane emulsification for the preparation of colloidal lipid drug carrier dispersions[END_REF] which may not be suitable for scale-up.

Another configuration of membrane emulsification has been developped, called premix membrane emulsification (PME). A coarse emulsion is pushed through the membrane pores, reducing the droplet size and size distribution. The mechanism of droplet formation in PME is related to the break-up of large droplets within the membrane due to wall shear stress inside the membrane pores. The advantages of PME compared to DME [START_REF] Nazir | Premix emulsification: A review[END_REF][START_REF] Vladisavljević | Preparation of monodisperse multiple emulsions at high production rates by multi-stage premix membrane emulsification[END_REF] are that the flowrate of the product emulsion is generally much higher, higher droplet concentrations are obtained, the mean droplet size is smaller than in DME and the process is easier to control and operate.

However, the production of nanoemulsions by membrane emulsification is challenging even with PME [START_REF] Vladisavljević | Production of O/W emulsions using SPG membranes, ceramic α-aluminium oxide membranes, microfluidizer and a silicon microchannel plate a comparative study[END_REF].

Bunjes et al. prepared nanoemulsions by PME with droplet size lower or around 200 nm with narrow size distribution with polymeric membranes and SPG membranes for volumes up to 10 mL. [START_REF] Joseph | Evaluation of Shirasu Porous Glass (SPG) membrane emulsification for the preparation of colloidal lipid drug carrier dispersions[END_REF][START_REF] Gehrmann | Instrumented small scale extruder to investigate the influence of process parameters during premix membrane emulsification[END_REF][START_REF] Gehrmann | Preparation of nanoemulsions by premix membrane emulsification: which parameters have a significant influence on the resulting particle size?[END_REF]. In a previous work, we reported the production of O/W nanoemulsions by PME and SPG membranes at high flowrate and relatively large volumes up to 500 mL [START_REF] Alliod | Preparation of oil-in-water nanoemulsions at large-scale using premix membrane emulsification and Shirasu Porous Glass (SPG) membranes[END_REF].

In both DME and PME, the viscosities of the continuous and dispersed phase are important parameters, although their effect has been investigated by few authors. For example, Vladisavljević et al. studied the viscosity in PME by increasing the dispersed phase content which increased the overall emulsion viscosity [START_REF] Vladisavljević | Preparation of monodisperse multiple emulsions at high production rates by multi-stage premix membrane emulsification[END_REF] or the continuous phase viscosity [START_REF] Vladisavljević | Production of multiple emulsions for drug delivery systems by repeated SPG membrane homogenization: Influence of mean pore size, interfacial tension and continuous phase viscosity[END_REF]. Both studies were performed at constant pressure and showed that an increase in viscosity led to a decrease in transmembrane flux and to smaller oil droplets due to increase of wall shear stress inside the membrane pores. Also, in DME, only few studies reported the production of W/O emulsions, mainly micron size emulsions with kerosene as the continuous phase with different types of membranes or surface modifications [START_REF] Silva | Membrane emulsification: Formation of water in oil emulsions using a hydrophilic membrane[END_REF][START_REF] Silva | Water in oil emulsions from hydrophobized metal membranes and characterization of dynamic interfacial tension in membrane emulsification[END_REF][START_REF] Cheng | Preparation of highly monodisperse W/O emulsions with hydrophobically modified SPG membranes[END_REF] or with toluene [START_REF] Kandori | Preparation of monodispersed W/O emulsions by Shirasu-porousglass filter emulsification technique[END_REF]. A study reported the production of W/O emulsions suitable for cosmetics or dermatological applications with mineral oil as the continuous phase [START_REF] Vladisavljević | Preparation of water-in-oil emulsions using microporous polypropylene hollow fibers: influence of some operating parameters on droplet size distribution[END_REF]. For double emulsion production, the first W/O emulsions has always been obtained by a high energy process [START_REF] Vladisavljević | Preparation of monodisperse multiple emulsions at high production rates by multi-stage premix membrane emulsification[END_REF][START_REF] Vladisavljević | Production of O/W emulsions using SPG membranes, ceramic α-aluminium oxide membranes, microfluidizer and a silicon microchannel plate a comparative study[END_REF][START_REF] Van Der Graaf | Preparation of double emulsions by membrane emulsification a review[END_REF]. To our knowledge, no study reported the production of W/O emulsion by PME. It can be explained by the fact that viscous emulsions generate high pressure through the membrane pores [START_REF] Alliod | Preparation of oil-in-water nanoemulsions at large-scale using premix membrane emulsification and Shirasu Porous Glass (SPG) membranes[END_REF] and that W/O emulsions are much more viscous than O/W emulsions as the oil is the continuous phase.

In the present study, O/W and W/O nanoemulsions were produced by PME with a high pressure pump that pushed the premix through the SPG membrane. The resulting pressure ∆P r was equal to the sum of the flow pressure ∆P f low , the disruption pressure ∆P dis and the pipe pressure ∆P pipe :

∆P r = ∆P f low + ∆P dis + ∆P pipe (1) 
The flow pressure was the pressure necessary to pass the premix emulsion through the very small membrane pores. The disruption pressure (∆P dis ) was the pressure required to break the premix emulsion into smaller droplets and therefore reducing the droplet size [START_REF] Vladisavljević | Preparation of monodisperse multiple emulsions at high production rates by multi-stage premix membrane emulsification[END_REF]. Moreover, the pressure along the pipe from the high pressure pump to the membrane module was dependent on fluid viscosity and therefore had to be taken into account. This pressure was termed pipe pressure ∆P pipe and was measured without the membrane.

∆P f low and ∆P dis are pressures generated by the fluid circulating through the membrane ∆P membrane :

∆P membrane = ∆P f low + ∆P dis (2) 
In this study, we investigated the effect of viscosity of the dispersed, continuous phase and overall emulsion, on the production of W/O and O/W nanoemulsions by PME. The final aim is to optimize the preparation of W/O nanoemulsions, which is challenging due to high viscosities involved. For that, O/W and W/O premixes with different viscosities were produced. The influence of viscosity was investigated by modifying the continuous phase viscosity, the dispersed phase viscosity, and the dispersed phase content, whith all phases and final products being Newtonian fluids. The water phase viscosity was modified by adding glycerol and the oil phase viscosity was modified by using different mineral oils with similar interfacial tension with water. The premixes were pushed through the membrane pores using a high pressure pump in the setup developed previously for O/W nanoemulsions production [START_REF] Alliod | Preparation of oil-in-water nanoemulsions at large-scale using premix membrane emulsification and Shirasu Porous Glass (SPG) membranes[END_REF]. The influence of the formulation on the resulting pressure and on ∆P f low , ∆P dis and ∆P pipe was investigated. The nanoemulsions obtained were characterized by their mean droplet size and/or size distribution.

Materials and methods

Materials

Ultrapure water was obtained using a Synergy unit system (Millipore, France 

Experimental set-up

The experimental set-up used for the preparation of nanoemulsions by PME is shown in Figure 1. The set-up was composed of a high pressure benchtop single cylinder pump BTSP 500-5 (Floxlab, Nanterre, France). The pump is made of high grade stainless steel and was equipped with a pressure sensor (±0.1 bar), two pneumatic valves for tank feeding and outlet delivery, a control panel and a storage tank of 500 mL. Pressurization was obtained via a motor-driven piston. A computer was connected to the pump for data acquisition. The flowrate, pressure and volume injected were recorded every second with the software. The maximum pressure delivered by the pump was 344 bar and flowrate 200 mL/min. For each premixes, the set-up resistance to the flow without the membrane module was tested at different flowrates between 10 and 200 mL/min and the resulting pressure, ∆P pipe , was measured.

Membranes

Hydrophilic and hydrophobic SPG membranes were provided by SPG Technology Co. Ltd (Miyazaki, Japan). Hydrophillic SPG membranes were used for O/W nanoemulsion production and hydrophobic for W/O nanoemulsions. Both membranes are first produced the same way, hydrophobic membranes are then obtained thanks to a special coating made by the supplier. The membranes are tubular with an inner diameter of 8.5 mm, thickness of 0.8 mm and length of 125 mm. In all experiments, the membrane length was 125 mm and the mean pore size 0.5 µm. The membranes were able to resist to transmembrane pressure up to 65 bar. The membrane module used was a tubular module supplied by SPG Technology. This cross-flow tubular module was adapted to be used in PME. The premix was pushed from the external part of the tube to the internal part. The effective length of the membranes was reduced due to sealing rings placed at both ends of the membrane tube. Therefore, the effective length was 115 mm and the effective membrane area was 30.70 cm 2 .

Formulation of nanoemulsions

Oil phases compositions studied and viscosities measured with the method detailed in the following viscosity measurement part, are described in Table 1.

For O/W nanoemulsions, ultrapure water with or without glycerol was used as the continuous phase and mineral oils as the dispersed phase. The required HLB (RHLB) of mineral oils were all the same and given by the supplier as RHLB=10. The surfactant system chosen to stabilize the nanoemulsions was Tween 20, HLB= 16.7, as the hydrophilic surfactant and Span 80, HLB= 4.3, as the hydrophobic surfactant. In most experiments, the composition (in weight percentage of the total emulsion) was for the continuous phase, 2.3 % Tween 20 and 85 % water, and for the dispersed phase 2.7 % Span 80 and 10 % oil. The overall surfactant concentration was then 5 %. The surfactants and high concentrations were chosen to ensure that the newly formed droplets were immediately covered with surfactants, hence preventing the increase in droplet size.

Three oils with different viscosities were investigated, WMO, Marcol 82 and Marcol 52 and a mixture of WMO and Marcol 82 (Table 1 ). The influence of oil concentration was investigated at 5, 10, 20, 25 and 30 % for Marcol 82. The surfactant concentration to oil concentration ratio was kept constant at 0.5, so the total surfactant concentration in the formulation was respectively 2.5, 5, 10, 12.5 and 15 %. In addition, the influence of glycerol concentration was investigated at 10, 25, 50 and 62.5 % of the aqueous phase completed with water up to 85% of the total formulation.

For W/O nanoemulsions, mineral oils as supplied or mixtures of mineral oils were used as the continuous phase and ultrapure water with or without glycerol as the dispersed phase. RHLB of mineral oils were all the same and given by the supplier as RHLB=5. In most experiments, the composition (in weight percentage of the total emulsion) was for the continuous phase, 0.28 % Tween 20 and 85 % oil, and for the dispersed phase 4.72 % Span 80 and 10 % water. The overall surfactant concentration was then 5 %. The oil phases investigated were pure WMO, Marcol 82 or Marcol 52 or a mixture of WMO and Marcol 82 (Table 1).

The influence of water concentration was investigated at 1, 5, 10 and 15 %. The surfactant concentration to oil concentration ratio was kept constant at 0.5, so the total surfactant concentration in the formulation was respectively 0.5, 2.5, 5 and 7.5 %. In addition, the influence of glycerol concentration was investigated at 25, 50, 75 and 100 % of the aqueous phase completed with water up to 10% of the total formulation.

Preparation of nanoemulsions

Both phases were first prepared separately. For O/W nanoemulsions, the continuous phase was obtained by dissolution of Tween 20 in water or water with glycerol under magnetic stirring at 600 rpm and the dispersed phase by dissolution of Span 80 in the oil using the same procedure. For W/O nanoemulsions, the continuous phase was the oil mixed with Span 80 and the dispersed phase Tween 20 in water or water and glycerol.

In both cases, the two phases were then mixed with magnetic stirrer for 10 min to produce the premix.

This premix was then placed in the feed tank and pumped in the syringe pump. First 20 mL premix was injected in order to remove air from the experimental set-up and fill it with premix. The experiment was then carried out with a volume of injection of 40 mL to minimize time and material consumption. The nanoemulsion produced flew from the membrane tube under gravity and was collected in a beaker placed beneath the module. All experiments were performed at room temperature and for each conditions five different flow rates were investigated depending of composition between 10 and 100 mL/min.

Membrane cleaning

For O/W nanoemulsions, before each use, the membrane was carefully cleaned until recovery of its hydrodynamic resistance to water (Rm). For hydrodynamic resistance measurements, water was permeated through the membrane at different flowrates between 10 and 200 mL/min and the resulting pressure was measured. Rm was estimated from the slop of the ultrapure water flowrate versus resulting pressure [START_REF] Vladisavljević | Permeability of hydrophilic and hydrophobic Shirasuporous-glass (SPG) membranes to pure liquids and its microstructure[END_REF].

The cleaning procedure consisted in three injections through the membrane of 500 mL of a 1 % Derquim + solution [START_REF] Silalahi | Cleaning strategies in ceramic microfiltration membranes fouled by oil and particulate matter in produced water[END_REF] at 70 o C at 200 mL/min and then three injections of 500 mL of pure water at room temperature and 200 mL/min. The membrane resistance to water was recovered after this treatment.

For W/O nanoemulsions, membrane was carefully cleaned with Span 80 in Marcol 82 until a clear solution was recovered and pressure stabilized. Filling the membrane with oil allows a better flow of the emulsion through the membrane [START_REF] Vladisavljević | Preparation of water-in-oil emulsions using microporous polypropylene hollow fibers: influence of some operating parameters on droplet size distribution[END_REF].

Particle size distribution measurements by laser diffraction

The droplet size of emulsions were measured by Laser Diffraction (LD) particle size analysis with a Mastersizer 3000 (Malvern Instruments, France). The technique is based on measurement of the intensity of light scattered as a laser beam passes through a dispersed particulate sample. The Mie scattering theory was used, with a refractive index and an absorption index set at 1.47 and 0.005 for the oil phase, respectively and All measurements were done in triplicate, the values reported were the average of the three measurements.

Viscosity measurements

For the investigation of the effect of oil concentration, the dynamic viscosity of the emulsions, continuous phase and dispersed phase were measured. The measurements were realized using a rheometer MCR 302 equipped with the CP50 module and the software Rheocompass (Anton Paar, France) at 25 o C. Viscosity was measured with a shear rate from 0 to 100 s -1 .

Results and discussion

In this section, we first measured the pressure generated through the pipe connecting the pump to the membrane module. This pressure is then substrated to the resulting pressure measured during the preparation of nanoemulsions to obtain the membrane pressure. Then, results obtained for O/W and W/O nanoemulsions are presented including the effect of continuous phase viscosity, dispersed phase viscosity and dispersed phase content, which determines the viscosity of the overall emulsion, on membrane pressure and droplet size. Also, for both O/W and W/O nanoemulsions, the disruption pressure and flow pressure were determined from the influence of the cycle number on the membrane pressure.

Influence of viscosity on ∆P pipe

The pressure generated by the pump through the pipe connecting the pump to the membrane module was measured for different premixes at flowrates from 10 to 100 mL/min. For that, the premix was injected through the pipe without the membrane module being connected. The resulting pressure measured was then equal to ∆P pipe . All premixes tested were Newtonian and the flows through the pipe were laminar. The hydraulic resistances measured were specific to pipe used (length, diameter, elbows).

Figure 2 shows the pressure variation with flowrate for different O/W premixes. Two types of premixes were prepared: premixes with water as the continuous phase (without glycerol) and different Marcol 82 content (from 10 to 30%) and premixes with 10% Marcol 82 and different contents of glycerol in the water phase (10 to 62.5% glycerol). ∆P pipe was found proportional to the flowrate, as predicted by the Poiseuille equation, with the hydraulic resistance dependent on the premix composition. Figure 3 shows the variation of the hydraulic resistance through the pipe versus the premix viscosity. As expected from Poiseuilles law, the hydraulic resistance was proportional to the premix viscosity. Figure 3 also includes hydraulic resistances obtained with W/O premixes in a similar way as O/W premixes.

For O/W premixes, the pressure generated through the pipe was in the range 0-3 bar, except for the higher content of glycerol (up to 6 bar). For W/O premixes, higher values were obtained, from 2 to 18.6 bar. In the following parts, to obtain the pressure generated through the membrane ∆P membrane during the preparation of nanoemulsions, ∆P pipe was subtracted from the resulting pressure ∆P r . 

O/W nanoemulsions

In this section, we prepared O/W nanoemulsions with different compositions as described in Materials and

Methods. The influence of the continuous phase viscosity, dispersed phase viscosity as well as the dispersed phase content on the droplet size and membrane pressure was investigated. Also, ∆P dis and ∆P f low were determined from the effect of the cycle number on the membrane pressure.

Influence of the continuous phase viscosity

The effect of the continuous phase viscosity was investigated at four different glycerol concentrations in the continuous water phase, 10, 25, 50, 62,5 %, corresponding respectively to aqueous phase viscosities of 1.14, 1.79, 5.00 and 10.5 mPa.s. It was observed that at higher glycerol concentrations, the emulsion was non-Newtonian. The oil type, oil concentration and surfactant concentration were the same: 10% Marcol 82 and 5% total surfactant concentration. Figure 4 shows the membrane pressures measured at various flowrates. The continuous phase viscosity had no influence on the membrane pressure at low flowrates (below 50 mL/min), and at higher flowrates and low continuous phase viscosity (below 1.79 mPa.s). In these conditions, the flow pressure was relatively low so the membrane pressure was mainly attributed to the disruption pressure. At higher flowrates and continuous phase viscosities, the membrane pressure increased when increasing the continuous phase viscosity. At 100 mL/min, the membrane pressure was 20.6 bar for a continuous phase viscosity of 10.5 mPa.s and around two times less 11.2 bar at 1.14 and 1.79 mPa.s. Indeed, the flow pressure ∆P f low is proportional to viscosity [START_REF] Vladisavljević | Preparation of monodisperse multiple emulsions at high production rates by multi-stage premix membrane emulsification[END_REF]. At higher viscosity of the continuous phase, the flow pressure was then much higher and might be in the same range as the disruption pressure.

The influence of the continuous phase viscosity on the droplet size is presented in Figure 5. The mean droplet size decreased when increasing the viscosity of the continuous phase, as the shear stress within the pores increased, leading to a more significant size reduction [START_REF] Vladisavljević | Production of multiple emulsions for drug delivery systems by repeated SPG membrane homogenization: Influence of mean pore size, interfacial tension and continuous phase viscosity[END_REF]. At high viscosities, the shear stress obtained was very high, and very small droplets were obtained with D 50 equal to 293 nm, which was 59% smaller than the membrane pore size. Figure 5 also shows that the viscosity of the overall emulsion increased proportionally to the continuous phase viscosity. It remains unclear whether the viscosity of the continuous phase, or the viscosity of the overall emulsion or both influence the membrane pressure and droplet size. This will be discussed in a following section.

Influence of the dispersed phase viscosity

The influence of the dispersed phase viscosity on the membrane pressure and droplet size was investigated with four different oils: three mineral oils from different supppliers used as received: WMO, Marcol 82 and Marcol 52 and a mix of 50%/50% WMO and Marcol 82 (Table 1). The oil concentration and surfactant concentration were kept constant at 10% and 5%, respectively. The viscosities of the four emulsions were the 225 same (4.3 mPa.s).

For the different oils, the membrane pressure and droplet size as a function of flowrate are presented in Figure 6. The membrane pressure did not change with the dispersed phase viscosity at low flowrates.

However, at higher flowrates, from 75 mL/min, the membrane pressures were slightly higher for the more viscous oils. The difference between the less viscous oil Marcol 52 (η = 9.87 mPa.s ) and the more viscous WMO (η = 44.1 mPa.s ) which is more than four times more viscous, was of ∆P r W M O -∆P r M 52 = 20.5-18.6= 1.9 bar. This effect might be more important at higher flowrate or higher oil content.

The similar viscosities of the overall emulsions cannot be the reason of the increase in membrane pressure for the more viscous oils. This effect may be explained by the critical capillary number for breaking a drop in a T-junction (which is a simple model of a membrane pore) which is proportional to a dimensionless constant α, function of the viscosity difference between the dispersed and continuous phases and the geometry of the channel [START_REF] Link | Geometrically mediated breakup of drops in microfluidic devices[END_REF]). As the oil viscosity increased, the viscosity difference between the two phases increased and so the capillary number. Droplet break-up became more difficult so the pressure needed for oil droplets disruption in the membrane pores ∆P dis became higher.

Moreover, the droplet size distribution did not change with the dispersed phase viscosity (Figure 6) at these experimental conditions. Figure 6 also shows a slight decrease in droplet size versus flowrate, as observed in our previous study with 10% ethylhexyl palmitate (EHP) as the dispersed phase and 5% total surfactant concentration [START_REF] Alliod | Preparation of oil-in-water nanoemulsions at large-scale using premix membrane emulsification and Shirasu Porous Glass (SPG) membranes[END_REF]. As explained in Materials and Methods, the surfactant concentration based on the amount of oil was kept constant, corresponding to 2.3, 4.6, 5.75, and 6.9% Tween 20 in the continuous water phase, and 5, 10, 12.5, and 15 % total surfactant, for Marcol 82 concentrations of 10, 20, 25, 30%, respectively. Therefore, the continuous phases prepared at various oil contents had slightly different viscosities due to the different amounts of Tween 20 (1.03 mPa.s at lowest concentration of surfactant 2.3% and 1.39 mPa.s at highest concentration of surfactant, 6.9%). By varying the dispersed phase content, the viscosity of the overall emulsions changed, but the continuous phase viscosity remained constant.

Figure 7 shows the variation of the membrane pressure and droplet size versus the overall emulsion viscosity. As expected, the pressure through the membrane increased with the overall emulsion viscosity.

The contribution of both ∆P f low and ∆P dis is presented in the next section.

Moreover, the droplet size decreased with the oil content and so with the emulsion viscosity (Figure 7).

In Figure 5, the droplet size was proportional to the continuous phase viscosity and to the overall emulsion viscosity. In the present section, from a continuous phase viscosity of 1.95 mPa.s to 11.5 mPa.s (corresponding respectively to an oil content of 10 % and 30 %), the droplet size decrease was very small (687 nm to 586 nm). In addition, the continuous phase viscosity was nearly constant with the oil content. It might strongly indicate that the increase in shear stress suggested in section 3.2.2 is due to the continuous phase viscosity and not the overall emulsion viscosity.

It is also suggested that the droplet size decreased at higher oil concentrations due to the higher surfactant content present in the formulation. Indeed, an increase in surfactant percentage has three effects: a slight increase of the continuous phase viscosity which increases the shear stress within the pores, and also a decrease of the interfacial tension that induces break-up due to Rayleigh and Laplace instabilities [START_REF] Van Der Zwan | Visualization of droplet break-up in pre-mix membrane emulsification using microfluidic devices[END_REF] and an increase of the local concentration of surfactant , hence the adsorption kinetic at the newly created interfaces [START_REF] Van Der Graaf | Influence of dynamic interfacial tension on droplet formation during membrane emulsification[END_REF].

These two last effects could contribute to a decrease of the droplet size.

Experimental determination of ∆P f low and ∆P dis

To obtain the values of ∆P f low and ∆P dis , repeated cycles were realized. For that, the premix was passed first through the membrane, and then the nanoemulsions obtained was passed again during three cycles at 100 mL/min. The formulations investigated were those tested in the influence of the dispersed phase section : four Marcol 82 concentrations 10, 20, 25, 30%. The viscosity of the emulsions remained nearly constant with the number of cycles, with a slight decrease from the first pass to the second pass as the droplet size was reduced. The membrane pressures measured during each cycle are reported in Figure 8.

The membrane pressures were higher during the first cycles, but stabilized after first pass. For all cycles, Figure 9 shows that ∆P dis was independent of the overall emulsion viscosity. It means that the energy required for droplet disruption was the same for the various oil contents, if the oil to surfactant ratio was kept constant. As expected, ∆P f low was proportional to the emulsion viscosity [START_REF] Vladisavljević | Preparation of water-in-oil emulsions using microporous polypropylene hollow fibers: influence of some operating parameters on droplet size distribution[END_REF].

W/O nanoemulsions

In this section, W/O nanoemulsions were prepared at different compositions by varying the viscosity of the continuous phase, viscosity of the dispersed phase and water content, which modifies the overall emulsion while the droplet size was reported only for formulations with different continuous phases.

Influence of the continuous phase viscosity

The effect of the continuous phase viscosity was investigated with four different oils as described in Table 1: WMO, WMO + Marcol 82, Marcol 82 and Marcol 52. Water and total surfactant concentration were kept constant at 10% and 5%, respectively. Figure 10 shows the membrane pressures measured at various flowrates up to 50 mL/min except for the more viscous oil WMO where 40 mL/min was set to keep the resulting pressure below 65 bar. The membrane pressure was proportional to the flowrate for the four oils. At low flowrates, the membrane pressures were closed to each other except for the more viscous oil WMO, for which the pressure was higher. The differences between membrane pressures became higher when increasing the flowrate. The membrane pressures tended to the same value, around 16.43±0.94 bar, as the flowrate approached 0 mL/min. This value may represent the minimum pressure required for the emulsion to flow through the membrane, also called emulsifying pressure in DME [START_REF] Vladisavljević | Integrated membrane processes for the preparation of emulsions, particles and bubbles[END_REF]. On the contrary, the membrane resistance greatly increased when increasing the oil viscosity.

The membrane resistance and the overall emulsion viscosity are plotted versus the continuous phase viscosity in Figure 11. Both parameters are proportional to the continuous phase viscosity. Like for O/W emulsions, the overall emulsions viscosity was proportional to the continuous phase viscosity. The membrane resistance was also proportional to the viscosity.

As for O/W nanoemulsions, the viscosity of the continuous phase has a great influence on the feasibility of nanoemulsions production by PME. Indeed, the resulting pressure has to be lower than 65 bar, and the viscosity has a major impact on the membrane pressure. The viscosity is of greater importance for W/O nanoemulsions production as higher viscosities are involved. To investigate the influence of the dispersed phase viscosity, nanoemulsions with five different concentrations of glycerol in the dispersed phase (0, 25, 50, 75 and 100 %) were prepared. Figure 12 shows the membrane pressure as function of flowrate for a fixed composition of 10% dispersed phase, 5% surfactant and 85% Marcol 82 as the continuous phase. For concentrations up to 50% glycerol, the membrane pressure did not change, however, at higher amounts of glycerol 75 and 100%, the membrane pressure values were much lower. Indeed, at high glycerol concentrations, the density of the dispersed phase became higher and so the difference of density between the continuous and dispersed phases might induce sedimentation. It is likely that the premix underwent sedimentation in the high pressure syringe pump and so the injected dispersed phase was less concentrated, which might result in a decrease of the membrane pressure. Indeed, the membrane pressure decreases when decreasing the amount of dispersed phase as seen previously with O/W nanoemulsions and observed below for W/O nanoemulsions.

In addition, when increasing the glycerol content, the viscosity of the dispersed phase increased to 27.8 mPa.s for 75% glycerol and 905.7 mPa.s for 100% glycerol. The difference in viscosities between the continuous and dispersed phases was lower for 75% glycerol than for lower concentrations and can explain the decrease in membrane pressure as seen for O/W results. However, this effect could not explain the decrease in membrane pressure for 100% glycerol, where the difference in viscosities was very high. So, it seems that this effect could not explain the difference in membrane pressure observed as it did with O/W nanoemulsions.

These results suggest that for both O/W and W/O nanomulsions the dispersed phase viscosity in PME has not a significant effect. The influence of the dispersed phase content was tested for four water concentrations 1, 5, 10 and 15%. The surfactant to water ratio was kept constant at 0.5 corresponding to surfactant concentrations of respectively 0.5, 2.5, 5, 7.5%. The oil used was Marcol 82 for all experiments. Figure 13 shows the variation of the membrane pressure and emulsion viscosity with the dispersed phase content. The membrane pressure and the dynamic viscosity were a linear function of the water content, at this range of concentrations. However, as shown on Figure 9, for O/W nanoemulsions and at a larger range of dispersed phase concentrations, ∆P m was the addition of a parameter that was highly dependent on viscosity ∆P f low and one which was constant ∆P dis . At our experimental conditions, the membrane pressure increased linearly with the water content;

it might be explained by the fact that in this dispersed phase range, viscosity increases linearly with water content. In this case, the membrane pressure is the addition of one term that increase linearly with the water content and one that does not depend on the water content, which explain its linearity. should decrease when decreasing the flowrate, as suggested by Figure 6 where ∆P membrane was equal to 14.7 bar at 50 mL/min, suggesting a lower value of ∆P dis than that obtained at 100 mL/min (14.5 bar). Further investigations would be needed to investigate the effect of flowrate on ∆P dis . For W/O nanoemulsions, the droplet size measurement with the oil as the continuous phase is much more difficult compared to O/W nanoemulsions with water as the continuous phase. Consequently, it was more difficult to see the variation of droplet size. However, droplets size around 550 to 660 nm were observed by laser diffraction (Figure 15). There was only a little effect of the continuous phase viscosity on the droplet size distribution. D50 decreased when increasing the continuous phase viscosity except for WMO but the nanoemulsions were obtained at a lower flowrate. The effect of the continuous phase viscosity appears less pronounced than for W/O nanoemulsions. It could be explained by the lower flowrate used, resulting in lower shear stress, which can affect the influence of the continuous phase viscosity. Also, the droplet sizes showed a broader distribution, and therefore it is more difficult to observe a real effect on the droplet size. For that, a controlled set-up including a high pressure syringe and a membrane module in PME mode, developed in our previous study, was used [START_REF] Alliod | Preparation of oil-in-water nanoemulsions at large-scale using premix membrane emulsification and Shirasu Porous Glass (SPG) membranes[END_REF]. As the pressure through the membrane must be lower than 65 bar, we investigated the effect of viscosities of the continuous phase, dispersed phase, and dispersed phase content to be able to produce viscous O/W and W/O nanoemulsions successfully.

The resulting pressure is a key parameter which governs the production of nanoemulsions in PME and is due to three main resistances: the resistance of flow through the pipe connecting the pump to the membrane module ∆P pipe , the resistance of flow through the membrane pores ∆P f low and the resistance due to the disruption of the premix droplets into nanodroplets in the membrane pores ∆P dis .

First, the pressure drop through the pipe connecting the pump to the membrane module was measured and shown to be proportional to the emulsion viscosity as predicted by Poiseuille s equation, for both O/W or W/O nanoemulsions. Then, the effect of viscosity on the pressure through the membrane and droplet size was investigated for O/W nanoemulsions. It was found that the membrane pressure was highly dependent on the emulsion viscosity especially at higher viscosities. The continuous phase viscosity had a great impact on the pressure as it increased the overall emulsion viscosity and on the droplet size distribution with a significant decrease due to the increase of the shear stress within the membrane pores. The dispersed phase viscosity had a lower impact on the membrane pressure, which can be explained by the viscosity difference between the dispersed and continuous phases, and no significant influence on the droplet size distribution.

W/O nanoemulsions were produced with mean droplets size around 600 nm at 50 mL/min. W/O nanoemulsions were more difficult to produce and to characterize, but the different viscosities had the same influence on the membrane pressure as for O/W nanoemulsions.

These results suggest that in PME the pressure needed to break up the droplets from the premix ∆P dis does not depend on viscosity. At low flowrates and low viscosities, the resulting pressure is nearly equal to ∆P dis . However, at high flowrates and high viscosities, the two other pressures ∆P f low and ∆P pipe have an important effect as they are proportional to the viscosity of the overall emulsion.

Figure 1 :

 1 Figure 1: Experimental set-up of the high syringe pump with membrane holder and SPG membrane

Figure 2 :

 2 Figure 2: Resulting pressure,∆P pipe , without membrane module for different O/W emulsions at flowrate from 10 to 100 mL/min

Figure 3 :

 3 Figure 3: Slope of the resulting pressure, ∆P pipe with flow rate as a function of viscosity for O/W and W/O emulsions of different composition
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 45 Figure 4: Membrane pressure variation with flowrate from 10 to 100 mL/min at four different concentrations in glycerol in the water phase and at 10 % of Marcol 82 and 5% surfactant
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 6323 Figure 6: Membrane pressure and droplet size at different flowrates with different oils or oil mix at 10% and 5% overall surfactant concentration

Figure 7 :

 7 Figure 7: Membrane pressure and droplet size as a function of dynamic emulsion viscosity for different oil contents at 100 mL/min
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 89 Figure 8: Membrane pressure as a function of cycle number for different Marcol 82 contents at a flowrate of 100 mL/min

Figure 10 :

 10 Figure 10: Membrane pressure variation with flowrate for oils of different viscosities as continuous phases with oil and surfactant content kept constant at 10% and 5% respectively

Figure 11 :

 11 Figure 11: Membrane resistance variation with flowrate and dynamic viscosity of the emulsion as a function of continuous phase viscosity

Figure 12 :

 12 Figure 12: Variation of membrane pressure for different amounts of glycerol in the dispersed phase, with oil and surfactant content kept constant at 10% and 5% respectively

Figure 13 :

 13 Figure 13: Variation of droplet size and membrane pressure with water content at 50 mL/min

Figure 14 :

 14 Figure 14: Effect of cylcle number on membrane pressure at a composition of 10% water, 5% surfactant and 85% Marcol 82 at a flowrate of 50 mL/min

Figure 15 :

 15 Figure 15: Droplet size distribution of W/O nanoemulsions with different oils obtained at 50 mL/min except for WMO at 40 mL/min

Table 1 :

 1 Composition and dynamic viscosities of oils used to study the influence of dispersed phase viscosity

  Marcol 82. Before measuring the droplet size of W/O nanoemulsions the instrument, including injection line and measurement cell, was emptied, cleaned with surfactant, filled with ethanol, dried and fill with oil. The same procedure was used to clean the apparatus after measurement. The results were expressed by D 50 the mean droplet diameter for which 50 % of droplets in volume are below this size, similarly 90 % lie below D 90 and 10 % below D 10 . D 90 and D 10 giving information about the sample dispersity. The closest they are to the D 50 the more monodisperse the distribution is.

1.33 and 0.005 for the water phase. For O/W nanoemulsions, the continuous phase was ultrapure water and for O/W,

  3.3.4. Determination of ∆P f low and ∆P disAs for O/W nanoemulsions, ∆P f low and ∆P dis were determined from the influence of the cycle number on the membrane pressure. For W/O, one composition was tested: 10% water, 5% surfactant and 85% Marcol 82, at 50 mL/min and the result is presented in Figure14. At this composition and for these experimental conditions, the difference in pressure between the first cycle and the stabilized pressure was ∆P dis = ∆P m1

-∆P mf = 7.6 bar and ∆P f low = ∆P mf = 35.7 bar. ∆P dis was lower than for O/W nanoemulsions. Indeed, the flowrate was two times lower (50 mL/min for W/O and 100 mL/min for O/W nanoemulsions). ∆P dis
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