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Description

[0001] This invention relates to pharmaceutical, ophthalmic or cosmetic compositions containing quaternary ammo-
nium compounds, more preferably to ophthalmic emulsions being useful for eye care or for the treatment of eye conditions.
This invention also relates to compositions including at least one quaternary ammonium compound as cationic agent.
[0002] Quaternary ammonium compounds are organic compounds usually used as an antiseptic or antimicrobial
agent. For example, benzalkonium chloride is a nitrogenous cationic surface-acting agent belonging to the quaternary
ammonium group. Benzalkonium chloride is generally defined as a mixtures of compounds of general formula
CgH5CHLN(CH3),RCI, wherein R is a C12-C24 alkyl group.

[0003] Benzalkonium chloride, as usually provided by the manufacturers wanting to comply with the European and/or
American Pharmacopeia, is a mixture of n-alkyl dimethyl benzyl ammonium chlorides of various alkyl chain lengths. For
example, FeF Chemicals A/S (Denmark) supplies, under reference 8100301U (BAK USP/NF), a mixture of three alkyl
dimethyl benzyl ammaonium chlorides including : (1) 60-70% of C,-alkyl dimethyl benzyl ammonium chloride (2) 30-40%
of C4-alkyl dimethyl benzyl ammonium chloride, and less than 5% of Cg-alkyl dimethyl benzyl ammonium chloride
[0004] Benzalkonium chloride, as a mixture of alkyl dimethyl benzyl ammonium having various alkyl chain lengths is
used as preservative agent in topical ophthalmic products. Benzalkonium chloride also has cationic agent properties,
and was used as cationic agents for emulsions, especially ophthalmic emulsions.

[0005] When mixtures of benzalkonium chlorides having various alkyl chain lengths are used in emulsions, they may
act both as preservative agents and cationic agents.

[0006] The Applicant worked on long chain quaternary ammonium compounds, and noticed that the length of the alkyl
chain was important with regards to the function performed by the quaternary ammonium compounds: acting on the
length of the alkyl chain resulted in enhancing or reducing the cationic power of the quaternary ammonium compounds.
Without wanting to be linked by any theory, the Applicant observed on working on oil-in-water emulsions, that long chain
quaternary ammonium compounds are preferentially localized at the oil/water interface of the emulsions, resulting in (1)
emulsions with higher zeta potential and (2) more stable emulsions. As quaternary ammonium may be considered as
undesirable or toxic, it is thus a goal of this invention to provide cationic composition having a reduced content of
quaternary ammonium compound.

[0007] The Applicant also observed that, in emulsions, quaternary ammonium compounds having long alkyl chains,
for example quaternary ammonium compounds having C14-C18 alkyl chains, when compared to C12-alkyl chains, did
not have a good bactericidal activity, whereas they conferred a greatest cationic power.

[0008] Moreover,the Applicantobserved thatlong chain quaternary ammonium compounds were present preferentially
at the oil/water interface of the emulsion droplets, and less in the aqueous phase. The fact that quaternary ammonium
compounds may be present in the aqueous phase in a very small amount only, or not present, leads to a loss of
preservative effect or poor preservative effect, as well as to less toxic emulsions.

[0009] Thus, one of the goals of this invention is to provide stable cationic emulsions comprising a reduced amount
of benzalkonium chlorides, and still using said benzalkonium chlorides as a source, or the only source, of cationic agents,
said emulsions being preserved or not.

Another goal of the present invention is to provide emulsions that are not toxic, even if they comprise quaternary am-
monium compounds.

Preferably, the emulsions of the invention are useful for ophthalmic purposes.

In the meaning of this invention,

[0010] "Cationic emulsions" are emulsions having a positive zeta potential, preferably a zeta potential higher to 10
mV; "alkyl" means a saturated or unsaturated hydrocarbon chain; "long alkyl chain" are alkyl moieties having at least
12 carbon atoms;

"quaternary ammonium compounds" refer to ammonium halides in which the nitrogen atom is substituted by only one
or at least one alkyl group having at least 12 carbon atoms ; quaternary ammonium compounds also, but not exclusively,
include n-alkyl dimethyl benzyl ammonium chloride also called benzalkonium chloride (hereinafter also referred to as
BAK or ADBAC); n-alkyl dimethyl benzyl ammonium bromide; n-alkyl trimethyl ammonium bromide (also referred to as
ATAB), n-alkyl meaning an alkyl group of at least 12 carbon atoms; "C14-alkyl ammonium halides" means ammonium
halides in which the nitrogen atom of the ammonium group is substituted by at least one alkyl group having at least 14
carbon atoms.

"BAK C12" refers to benzododecinium chloride (CAS 139-07-1); "BAK C14" refers to myristalkonium chloride (CAS
139-08-2); "BAK C16" refers to cetalkonium chloride or CKC (CAS 122-18-9) ;

"ATAB C12" refers to lauryl trimethyl ammonium bromide (CAS 1119-94-4); "ATAB C14" refers to Myristil trimethyl
ammonium bromide (CAS 1119-97-7); "ATAB C16" or "CTAB" refers to Cetyl trimethyl ammonium bromide (CAS
57-09-0),
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"MCT" means Medium chain triglycerides; for the experimentation, Mygliol 812 (Sasol, Germany) was the MCT used;
"ND" means "not determined".

[0011] Theinvention relates to a cationic oil-in-water emulsion comprising an ammonium halide composition as cationic
agent. The ammonium halide composition includes in a preferred embodiment only one ammonium halide, which is
C16-alkyl quaternary ammonium halide.

The oil-in-water emulsion of the invention presents the advantages to be very stable and non toxic, compared to emulsions
comprising benzalkonium chlorides.

By cationic oil-in water emulsion is understood an oil-in-water emulsion having a positive zeta potential. The emulsion
of the invention has a positive zeta potential and is stable, which means that it keeps a positive zeta potential overtime.
In a preferred embodiment, the oil-in-water emulsion according to the invention includes droplets of size 100 to 500 nm,
preferably 200 to 300 nm.

[0012] In a preferred embodiment, the oil-in-water emulsion of the invention is useful for eye care or for the treatment
of eye diseases or eye conditions.

In a preferred embodiment of the present invention, eye diseases or eye conditions means a dry eye condition.

A diminution of the quantity of tears produced and distributed through the lachrymal ducts or a decrease in the stability
of the tear film produced, results in a condition of the eye referred to as dry eye. Dry eye conditions act to decrease
visual acuity, produce discomfort, ranging from mild to intense and eventually, if allowed to remain untreated and un-
corrected, result in permanent damage with degradation of the exposed ocular tissues, with a complete breakdown of
corneal tissue necessitating, in the extreme, corneal transplants.

The symptoms associated with dry eye are often exacerbated with subjects using contact lens.

A dry eye condition in this context therefore refers to dry eye accompanying lacrimal fluid reduction, tear deficiency,
xerosis of the eye, Sjogren’s syndrome, keratoconjunctivitis sicca (KCS), atopic keratoconjunctivitis sicca (AKC), vernal
keratoconjunctivitis (VKC), Stevens-Johnson syndrome, pemphigoid of the eye, marginal blepharitis, failure in eyelids
closure, or sensory nerve numbness, dry eye accompanying allergic conjunctivitis, dry eye after viral conjunctivitis, dry
eye after cornea surgery including laser in situ keratomileusis (LASIK), dry eye after cataract surgery, dry eye associated
with contact lens wearing, or dry eye associated with VDT tasks

[0013] More preferably, the oil-in-water emulsion according to the invention comprises:

a) an oil phase,

b) 0.0005% to 0.1 %w/w preferably 0.001 to 0.02 % w/w of the weight of the emulsion of a composition of ammonium
halides according to the invention, as described hereabove, to the weight of the emulsion

c) surfactants,

d) optionally antioxidants, tonicity, viscosifying, pH adjusting, buffering, preservative, solubilizers, chelating or thick-
ener agents,

e) water.

[0014] In an embodiment of the present invention, said composition of ammonium halides comprises at least one
ammonium quaternary ammonium halide, in which the nitrogen atom of the ammonium group is substituted by only one
or at least one alkyl group having at least 12 carbon atoms, said composition including:

- atleast20% inweight by weight of the total composition of ammonium halides in which the nitrogen atom is substituted
by only one or at least one alkyl group having at least 14 carbon atoms, preferably 14 or 16 carbon atoms and

- more than 5%, preferably more than 7% in weight by weight of the total composition, of ammonium halides in which
the nitrogen atom is substituted by only one or at least one alkyl group having at least 16 carbon atoms.

[0015] According to a preferred embodiment of this invention, the composition of ammonium halides comprises only
C16-alkyl quaternary ammonium halide, more preferably ammonium chloride or bromide, in which the nitrogen atom of
the ammonium group is substituted by only one or at least one alkyl group having 16 carbon atoms.

Preferably, the composition of ammonium halides comprises C16-alkylbenzyl ammonium halide, preferably C16-alkyl-
benzyldimethyl ammonium halide, preferably BAK C16. According to an embodiment of the present invention, the com-
position of ammonium halides comprises a C16-alkyl quaternary ammonium halide, in which the nitrogen atom of the
ammonium group is substituted by two or three lower alkyl groups, preferably by two or three methyl groups.

[0016] Thus, in a preferred embodiment of the present invention, said oil-in-water emulsion comprises 0.0005 to 0.1
% of C16-alkyl quaternary ammonium halide, in weight by weight of the emulsion.

[0017] According to a preferred embodiment, the emulsion of the invention comprises an oil phase, comprising mineral
oil, castor oil, MCT, corn oil, olive oil, soybean oil or any suitable vegetable oil, preferably said oil phase comprises
mineral oil, castor oil or MCT.

According to a preferred embodiment, the emulsion of the invention further comprises tyloxapol.
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According to a preferred embodiment, the emulsion of the invention further comprises a tonicity agent such as forexample
glycerol, mannitol, sorbitol, sodium chloride; others surfactants such as poloxamer; and optionally at least one buffering
agent such as for example citrate, phosphate, tris, borate, acetate, carbonate, borate-polyol complexes, histidine, glu-
conate and lactate.

In one preferred embodiment of the present invention, said emulsion comprises mannitol as tonicity agent.

In another preferred embodiment of the present invention, said emulsion comprises glycerol as tonicity agent.
Preferably, the emulsion includes 1 to 5 % of oil phase, preferably of MCT castor oil or mineral oil, in weight by weight
of the emulsion.

Preferably, the mineral oil phase is a mixture of heavy and light mineral oil.

The main droplet core is composed by 50% light mineral oil and 50% heavy mineral oil. Mineral oil is a mixture of refined
liquid saturated aliphatic (C14-C18) and cyclic hydrocarbons obtained from petroleum. Light mineral oil is less viscous
and has a lower specific gravity than heavy mineral oil. Heavy and light mineral oil are well known excipients, used in a
variety of pharmaceutical formulations including oral, and topical (up to 95%) preparations. In ophthalmic cintments,
mineral oil can be found as an excipient at concentrations of up to 60% A combination of light and heavy mineral oil in
ophthalmology has been recognized by the US authorities as bearing emollient properties particularly adapted to dry
eye treatment (21 CFR 349).

[0018] Preferably, the emulsion includes 0.1 to 1 % of surfactants, such as tyloxapol and optionally poloxamer 188
and/or polysorbate 80 and/or tocopherol polyethylene glycol succinate and/or sorbitan monolaurate, in weight by weight
of the emulsion.

[0019] Preferably, the emulsion comprises 0.3% of tyloxapol and optionally 0.1% of poloxamer 188, in weight by weight
of the emulsion.

Preferably, the emulsion comprises 0.1% to 5% of tonicity agent(s), more preferably 0.5% to 4% and even more preferably
0.9% to 3.3%, in weight by weight of the emulsion.

In one embodiment, the emulsion comprises 0.1% to 5% of mannitol, more preferably 0.5% to 4% and even more
preferably 0.9% to 3.3%, in weight by weight of the emulsion.

In another embodiment, the emulsion comprises 0.1 % to 2.5% of glycerol, more preferably 0.19% to 1.6%, in weight
by weight of the emulsion.

[0020] In one preferred embodiment of the present invention, the emulsion comprises light and heavy mineral oil,
tyloxapol, poloxamer 188, mannitol and cetalkonium chloride. Preferably, said emulsion comprises 0.5% of light mineral
oil, 0.5% of heavy mineral oil, 0.3% of tyloxapol, 0.1% of poloxamer 188, 3.3% of mannitol, and 0.002% of cetalkonium
chloride, in weight by weight of the emulsion.

[0021] In another preferred embodiment of the present invention, the emulsion comprises light and heavy mineral oil,
tyloxapol, poloxamer 188, glycerol and cetalkonium chloride. Preferably, said emulsion comprises 0.5% of light mineral
oil, 0.5% of heavy mineral oil, 0.3% of tyloxapol, 0.1% of poloxamer 188, 1.6% of glycerol, and 0.002% of cetalkonium
chloride, in weight by weight of the emulsion.

[0022] According to a preferred embodiment of the invention, the emulsion is hypotonic with regards to the normal
tears tonicity.

[0023] According to a preferred embodiment, the oil-in-water emulsion of the invention is less toxic than a solution
comprising the same amount of the same C16-alkyl quaternary ammonium halide, in weight by weight of the solution.
For example, the toxicity can be evaluated by a redness test or a Draize test as shown in the examples.

[0024] According to a preferred embodiment, the oil-in-water emulsion of the invention is less toxic than an emulsion
comprising 0.01 to 0.1% of BAK in weight by weight of the emulsion, said BAK being a mixture of C12, C14 and C16-
alkyl quaternary ammonium halide complying to US or European Pharmacopeia specifications.

[0025] According to a preferred embodiment, the oil-in-water emulsion of the invention does not induce redness in
albino rabbit conjunctiva before administration of 9 drops of 50ul, said drops being administrated each 5 minutes,
preferably before administration of 11 drops, and more preferably before administration of 13 drops.

[0026] According to a first embodiment, the emulsion does not contain any active principle. In this embodiment, the
emulsion is particularly useful as artificial tears, or for the treatment of dry eye condition such as for example Dry Eye
Syndrome or Chronic Dry Eye Disease (CDED), both clinically known as keratoconjuctivitis sicca.

According to a second embodiment, the composition of the invention contains an active principle.

In one embodiment, said active principle is selected from secretagogues such as pilocarpine or celameline, immuno-
suppressive agents such as natural or synthetic cyclosporins, tacrolimus or sirolimus, mucin secretagogues such as
15(8)-HETE, ecabet or diquafosol, androgen mimetics, flaxseed oil supplements, steroids, agonists of adenosine A3
receptor, squalene, vitamin A; said active principle being preferably cyclosporine.

In another embodiment, said active principle is chosen among the active substances capable of having additional or
synergistic therapeutic effects for treating KCS.

Preferably, said active principle can be selected in the group comprising astringents such as zinc sulfate, demulcents
including cellulose derivatives, carboxymethylcellulose sodium, hydroxyethyl cellulose; hypromellose, methylcellulose,
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dextran 70, gelatin, polyethylene glycol 300, polyethylene glycol 400, polysorbate 80, propylene glycol, polyvinyl alcohol
and povidone such as polyethylene glycol 6000, emollients such as lanolin preparations or oleaginous ingredients,
vasoconstrictors such as naphazoline, ephedrine, tetrahydrozoline and phenylephrine salts.

[0027] In an embodiment of the invention, the oil-in-water emulsion is preserved.

In another embodiment of the invention, the oil-in-water emulsion is unpreserved; in an embodiment, the emulsion is
packaged in unitary doses; in another embodiment, the emulsion is packaged in suitable multidose containers.

[0028] The presentinvention also relates to the oil-in-water emulsion as described here above, having a high viscosity,
and being dispensed to the patient in the form of a gel suitable for ophthalmic use.

[0029] Another object of the present invention is also a medicament comprising the oil-in-water emulsion as described
here above.

[0030] The present invention also relates to a kit for dry eye treatment comprising a first emulsion as described here
above, which does not comprise an active principle, and a second emulsion which contains an active principle, preferably
cyclosporine.

According to an embodiment said second emulsion comprising an active principle is an emulsion according to the present
invention.

According to another embodiment, said second emulsion comprising an active principle is any emulsion suitable for
ophthalmic use.

[0031] Another object of this invention is a pre-concentrate of the therapeutic oil-in-water emulsion of the invention
and a process for manufacturing said pre-concentrate.

[0032] According to this invention, a pre-concentrate is defined as an emulsion having an amount of oil higher than
the amount of oil of the therapeutic emulsion administered to a patient. In a first embodiment, the amount of oil in the
pre-concentrate is of at least 4% v/v. In a second embodiment, the amount of oil in the pre-concentrate is of at least 8%
v/v. In a third embodiment, the amount of oil in the pre-concentrate is of at least 10% v/v., preferably of at least 20 %
v/v, more preferably of at least 30% v/v.

[0033] The pre-concentrate may be in a liquid form or in a gel form, or in any form suitable in view of its further dilution
with water.

[0034] According to an embodiment, the pre-concentrate of ophthalmic oil-in-water emulsion according to the present
invention may be sterilized, for example, by heat, such as by autoclaving, or by filtering or filtration, or by irradiation, or
by gas sterilization. In another embodiment, the concentrate of the ophthalmic emulsion is prepared in an aseptic manner.
[0035] Thisinventionalsorelatesto a processfor manufacturing a pre-concentrate of atherapeutic oil-in-water emulsion
comprising the steps of emulsifying/mixing the oil phase with an aqueous phase and with surface-active component(s),
wherein the optionally active principle is dissolved in the oil phase. The process for manufacturing said pre-concentrate
comprises emulsifying an amount of oil with an aqueous phase and with suitable surfactants, in order to obtain an
emulsion having an amount in oil higher than the amount in oil of the corresponding emulsion to be administered for
therapeutic purposes.

[0036] Before beginning the manufacturing process, the therapeutic oil-in-water emulsion is designed, with a wished
concentration of oil, the type of oil (suitable for ophthalmic use, such as for example mineral oil, castor oil, or MCT) the
type of elements needed for emulsification such as surfactants for example, and optionally an active principle. The
concentration of the concentrate is then decided, depending on the industrial volumes needed.

[0037] This invention also relates to a process for manufacturing a therapeutic oil-in-water emulsion comprising (1)
manufacturing a pre-concentrate of an ophthalmic oil in water emulsion, said pre-concentrate having a content in oil of
at least 4 % v/v, preferably of 10% v/v or more, more preferably of 20% v/v or more, even more preferably of 30% v/v
or more by emulsifying/mixing an oil suitable for ophthalmic use selected in the group comprising mineral oil, castor oil
and MCT, said oil phase containing optionally one or more active principle and a C16-alkyl quaternary ammonium halide
and with surface-active component(s), with an aqueous phase and then(2) diluting one volume of the resulting pre-
concentrate with 2 to 50 volumes of water.

[0038] According to an embodiment, the emulsification is such that the droplet size or the distribution of the droplet
size in the pre-concentrate is about the same as the droplet size or the distribution of the droplet size of the therapeutic
oil-in-water emulsion.

According to an embodiment, the diluting water may comprise additives selected from the group comprising tonicity
agents, such as for example NaCl, glycerol or mannitol, viscosifying agents, buffering agents, preservatives, antioxidants
or colorants.

[0039] According to an embodiment, the diluting water may also comprise a C16-alkyl quaternary ammonium halide.
[0040] Then, according to the invention, a pre-concentrate of this desired emulsion is produced by mixing the oil
suitable for ophthalmic use, with an aqueous phase and with surface-active component(s); the average hydrophilic-
lipophilic balance (HLB) of the surface-active component(s) may advantageously be about equal to the HLB or average
HLB emulsion requirement of the oil or oils used in the present compositions.

[0041] An advantage of this invention is to produce large volumes of emulsions without having to scale-up the emul-
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sifying process.

[0042] This invention relates to a process for manufacturing a therapeutic oil-in-water emulsion according to the
invention, comprising manufacturing a concentrate according to the above-mentioned process and then diluting said
concentrate, by mixing 1 volume of concentrate with 2 to 50 volumes of water, to obtain a final therapeutic emulsion
having an oil content of 5% v/v of less, preferably of 3% v/v or less, more preferably of 2% v/v or less, even more
preferably of 1% v/v or less.

[0043] This invention also relates to a method for the treatment of ocular diseases or conditions consisting in the
administration to a patient of an ophthalmic emulsion prepared from a pre-concentrate, according to the above described
process.

[0044] The invention also relates to oil-in-water emulsions obtainable by the process of the invention, i.e. by manu-
facturing a concentrate including optionally an active principle, and then diluting said concentrate with 2 to 50 volumes
of water, said water optionally comprising additives, such as for example tonicity agents, viscosifying agents, buffering

agents, preservatives, antioxidants or colorants.

[0045]
formed with reduced energy input.
[0046]
the scope of this invention.

One advantage of the invention is that the oil-in-water emulsions obtained by dilution of the concentrates are

The following examples and figures illustrate the invention and should not be interpreted in any way as reducing

Figure 1 refers to the timing of appearance of redness in ocular surface.
Figure 2 refers to Draize Test evaluation.

Examples:

[0047]
stated differently.

Example 1: Reduced toxicity of quaternary amines when incorporated into emulsions

Materials:

[0048]
1. Solution at 0.02% BAK (BAK Sol)

All concentrations in the emulsion formulae are expressed in weight/weight of the entire formulation, unless

Excipients 201S0L472
BAK US 0.02
NaCl 0.612

Tris Buffer 5mM pH 7.1

0.069% Tris HCI
0.006% Tris Base

Water

Ad 100

2. Emulsion at 0.02%BAK (BAK Em)

Excipients Z01EM471
Mineral oil heavy 0.500
Mineral oil light 0.500
Tyloxapol 0.300
BAK US 0.02

Tris Buffer 5mM pH 7.1

0.069% Tris HCI
0.006% Tris Base

Poloxamer 188

0.100

Glycerol

1.6
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(continued)

3. Solution at 0.002% CKC (CKC Sol)

Excipients Z01EM471

Water (up to 100) Ad 100
201S0L473

CKC 0.002

NaCl 0.626

Tris Buffer 5mM pH 7.1

0.069% Tris HCI
0.006% Tris base

Water

Ad 100

4. Emulsion at 0.002%CKC (CKC Em)

Excipients Z01EM264
Mineral oil heavy 0.500
Mineral oil light 0.500
Tyloxapol 0.300
CKC 0.002

0.069% Tris HCI

Tris Buffer 5mM pH 7.1 0.006% Tris Base

Poloxamer 188 0.100
Glycerol 1.6
Water (up to 100) Ad 100
5. PBS
Methods:

[0049] Albino rabbits were administrated with 1 drop (50p.1) each 5 minutes, for 15 times.

1/ Evaluation of toxicity by time of redness and DRAIZE test items analyzed at H4 and D1.

[0050] The time of the beginning of the redness in conjunctiva following the 15 times of instillations was evaluated
(Figure 1). PBS did not induce any redness during all instillation period (data not shown). BAK Sol induced conjunctival
redness very fast, about 10 to 15 minutes after the first instillation (after 2-3 drops). BAK Em, CKC Sol-instilled groups
showed redness at about 25-35 minutes after the first instillation of eye drops (after 5-7 drops). CKC Em presented a
visible redness at almost the end of the experimentation: 60 to 65 minutes after the first instillation (after 12-13 drops).
[0051] Draize Test clearly showed that at four hours (H4) after the last instillation the ocular irritation was the most
important in BAK Sol-instilled group, which was higher than BAK Em and CKC Sol groups (with no difference between
these two groups). BAK Sol, BAK Em, CKC Sol all showed higher ocular irritation than CKC Em, which presented no
difference with PBS-instilled group (Figure 2).

One day after the administrations (D1), PBS, BAK Em, CKC Sol and CKC Em all returned to normal aspect without
difference among them. But BAK Sol still induced more important ocular irritation than all other groups (P<0.0001).
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Example 2: Stability of the emulsions of the invention

1. Emulsions composition

[0052]

Some emulsions are described below:
Z01EM206 | Z01EM209

MCT 2% 2%

Tyloxapol 03 % 0.3 %

BAK C16 (CKC) | 0.02 % 0.025mM

Poloxamer 188 0.1 % 01%

glycerol 225 % 225 %

water gsp100 gsp100
Composition Z01EM419 | Z01EM264 | ZO1EM387 | Z01EM418 | ZO1EM418
Light mineral oil 0.5% 0.5% 0.5% 0.5% 0.5%
Heavy mineral oil 0.5% 0.5% 0.5% 0.5% 0.5%
Tyloxapol 0.3% 0.3% 0.3% 0.3% 0.3%
Poloxamer 188 0.1% 0.1% - - -
PG - - 0.19% - -
PEG 300 - - 0.19% - -
PEG 400 - - 0.19% - -
Mannitol 3.3% - 2% 2.5% 2.9%
Glycerol - 1.6% 0.19% 0.19% -
Cetalkonium chloride (CKC) 0.002% 0.002% 0.002% 0.002% 0.002%
Tromethamine 0.006% 0.006% - - -
Tris HCI 0.071% 0.071% - - -
Water Up to 100% | Upto 100% | Upto 100% | Up to 100% | Up to 100%

Composition Z01EM393-4 | Z01EM395-6
MCT 1-2% 1-2%
Tyloxapol 0.3% 0.3%

PG 0.4% -
Mannitol - 0.9%
Glycerol 1% 1%
Cetalkonium chloride (CKC) 0.01% 0.01%
Water Up to 100% Up to 100%

2. Emulsions preparation

[0053]

The oily and the water phases of the emulsion, which might contain or not an active principle, may be separately
heated to an appropriate temperature. This temperature may be the same in both cases. Surfactants might be dissolved
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in the oil, water phase or in both. A first coarse emulsion is generated by magnetic stirring, and the droplet size is reduced
by high shear mixing, high pressure homogenization, or both.
The oil-in-water emulsions of the present invention can be sterilized after preparation using heat, for example, autoclave
steam sterilization.
3. Impact of chain length on emulsions characteristics
a) Emulsion droplet size
[0054] The mean diameter of the oil droplets is determined by dynamic light scattering using a High Performance
Particle Sizer type HPPS 5001 (Malvern Instruments, Worcestershire, UK). Measurements are performed at 25°C fol-

lowing dilution of the emulsion in double distilled water.

Table 1: Emulsions droplet size values (nm)

Emulsions of Table 1 and Table 2 contain 2% MCT, 0.3% Tyloxapol and 0.1% Poloxamer 188 and 2.25% glycerol
and compositions of BAK; Concentrations of BAK range from 0.001 to 0.1 in weight to the weight of the emulsion.

0.001% 0.0025% 0.005% 0.01% 0.02% 0.04% 0.1%
BAK C12 - - 198 263 230 225 180
BAK C14 - 204 190 190 155 238 185
BAK C16 220 210 148 180 155 188 183

b) Emulsion zeta potential

[0055] Zeta potential can be measured by a zetameter such as Zetasizer 2000, Malvern Instruments Ltd, UK. The
zeta potential of the emulsion droplet surface is determined by electrophoretic mobility. Measurements are performed
at 25°C following dilution at 1:250 of the emulsion in double distilled water. The electrophoretic mobility is converted into
zeta potential values through the Smoluchowsky equation. The following table and graph show the evolution of the zeta
potential (indicative of the surface charge) at increasing concentrations of QA. It can be observed that for more lipophilic
(longer) chain lengths, positive charges are attained more rapidly and at lower concentrations, suggesting a preferential
partition within the oil droplet surface.

Table 2: Emulsions zeta potential values (mV)

0.001% | 0.0025% | 0.005% | 0.01% | 0.02% | 0.04% 0.1%
BAKC12 - - -6.9 +4.2 +7.9 +16.8 +23.8
BAKC14 - +11.4 +19.6 +22.9 +28.4 +39.3 +44.5
BAKC16 +16.2 +24.4 +31.4 +36.7 +44 1 +47.2 +48.9

c) Emulsion stability over time

[0056] The stability of the emulsions can be evaluated by the evolution of their aspect, with a visual score with a visual
score going from 13 - best aspect to 1- total phase separation.

[0057] It can be observed from the following table that, at equimolar concentration, longer (more lipophilic) chain length
QA results in more stable emulsion.

Type and conc. of QA | After preparation (TO) Following 3 months at40°C
0.25 mM BAK C12 12 2
0.25 mM BAK C14 13 7
0.25 mM BAK C16 13 9
0.5 mM BAK C12 10 2
0.5 mM BAK C14 13 7
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(continued)

Type and conc. of QA | After preparation (TO) Following 3 months at40°C

0.5 mM BAK C16 11 9

Claims

1.

10.

11.

12.

13.

14.

Oil-in-water emulsion comprising:

a) an oil phase,

b) 0.001 to 0.02 % w/w of C16-alkyl quaternary ammonium halide as cationic agent

¢) surfactant,

d) optionally antioxidants, tonicity, viscosifying, pH adjusting, buffering, preservative, solubilizers, chelating or
thickener agents,

e) water.

Oil-in-water emulsion according to claim 1, wherein said emulsion further comprises tyloxapol.

Oil-in-water emulsion according to claim 1 or 2, wherein said emulsion further comprises an oil phase comprising
mineral oil, castor oil or MCT, preferably a mixture of heavy and light mineral oil.

Oil-in-water emulsion according to any of claim 1 to 3, wherein said C16-alkyl quaternary ammonium halide is C16-
alkylbenzyl ammonium halide, preferably C16-alkylbenzyldimethyl ammonium halide, preferably BAK C16.

Oil-in-water emulsion according to any of claim 1 to 4, wherein said C16-alkyl quaternary ammonium halide is the
only ammonium halide in the emulsion.

Oil-in-water emulsion according to any of claim 1 to 5, further comprising poloxamer.

Oil-in-water emulsion according to any of claim 1 to 6, comprising buffering agents and/or at least one tonicity agent,
such as mannitol or glycerol.

Oil-in-water emulsion according to anyone of claim 1 to 7, said emulsion having a positive zeta potential.
Oil-in-water emulsion according to anyone of claims 1 to 8, said emulsion having a droplet size of 100 to 500 nm.
Oil-in-water emulsion according to anyone of claim 1 to 9, said emulsion comprising:

- light and heavy mineral oil,

- tyloxapol,

- poloxamer 188,

- mannitol or glycerol, and

- cetalkonium chloride.
Oil-in-water emulsion according to anyone of claim 1 to 10, said emulsion being hypotonic.
Oil-in-water emulsion according to anyone of claim 1 to 11, wherein said emulsion does not induce redness in albino
rabbit conjunctiva before administration of 9 drops of 501, said drops being administrated each 5 minutes, preferably

before administration of 11 drops, and more preferably before administration of 13 drops.

Oil-in-water emulsion according to anyone of claim 1 to 12, further comprising an active principle, preferably cy-
closporine.

Oil-in-water emulsion according to anyone of claim 1 to 13, wherein said emulsion is in the form of a gel suitable
for ophthalmic use.

10
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16.

17.

EP 2 049 079 B1
Medicament comprising the oil-in-water emulsion according to anyone of claim 1 to 14.
Oil-in-water emulsion according to anyone of claims 1 to 14 for use in a method for treating dry eye condition.

Kit for dry eye treatment comprising a first emulsion according to anyone of claims 1 to 12 and a second emulsion
containing cyclosporine.

Patentanspriiche

1.

10.

11.

12.

13.

Ol-in-Wasser-Emulsion, umfassend:

a) eine Olphase,

b) 0,001 bis 0,02 Gew./Gew.-% quartares C16-Alkylammoniumhalogenid als kationisches Mittel

c) Tensid,

d) wahlweise Antioxidationsmittel, Tonizitatsmittel, Viskosifizierungsmittel, pH-Regler, Puffer, Konservierungs-
stoffe, Losungsvermittler, Chelatbildner oder Verdickungsmittel,

e) Wasser.

Ol-in-Wasser-Emulsion nach Anspruch 1, wobei die Emulsion ferner Tyloxapol umfasst.

Ol-in-Wasser-Emulsion nach Anspruch 1 oder 2, wobei die Emulsion ferner eine (")Iphase umfasst, die Mineraldl,
Rizinusol oder MCT, vorzugsweise eine Mischung von schwerem und |leichtem Mineraldl umfasst.

Ol-in-Wasser-Emulsion nach einem der Anspriiche 1 bis 3, wobei das quartare C16-Alkylammoniumhalogenid C16-
Alkylbenzylammoniumhalogenid, vorzugsweise C16-Alkylbenzyldimethylammoniumhalogenid, vorzugsweise BAK

C16 ist.

Ol-in-Wasser-Emulsion nach einem der Anspriiche 1 bis 4, wobei das quartire C16-Alkylammoniumhalogenid das
einzige Ammoniumhalogenid in der Emulsion ist.

Ol-in-Wasser-Emulsion nach einem der Anspriiche 1 bis 5, ferner umfassend ein Poloxamer.

Ol-in-Wasser-Emulsion nach einem der Anspriche 1 bis 6, umfassend Puffermittel und/oder mindestens ein Toni-
zitatsmittel wie Mannit oder Glycerin.

Ol-in-Wasser-Emulsion nach einem der Anspriiche 1 bis 7, wobei die Emulsion ein positives Zeta-Potential aufweist.

Ol-in-Wasser-Emulsion nach einem der Anspriiche 1 bis 8, wobei die Emulsion eine Tropfchengréfe von 100 bis
500 nm aufweist.

Ol-in-Wasser-Emulsion nach einem der Anspriiche 1 bis 9, wobei die Emulsion Folgendes umfasst:

- leichtes und schweres Mineraldl,
- Tyloxapol,

- Poloxamer 188,

- Mannit oder Glycerin, und

- Cetalkoniumchlorid.

Ol-in-Wasser-Emulsion nach einem der Anspriiche 1 bis 10, wobei die Emulsion hypotonisch ist.
Ol-in-Wasser-Emulsion nach einem der Anspriiche 1 bis 11, wobei die Emulsion vor Verabreichung von 9 Tropfen
von 50 .l keine Rote in der Bindehaut von Albino-Kaninchen induzieren, wobei die Tropfen alle 5 Minuten, vorzugs-

weise vor Verabreichung von 11 Tropfen und mehr bevorzugt vor Verabreichung von 13 Tropfen verabreicht werden.

Ol-in-Wasser-Emulsion nach einem der Anspriiche 1 bis 12, ferner umfassend ein Wirkprinzip, vorzugsweise Cy-
closporin.

11
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14. Ol-in-Wasser-Emulsion nach einem der Anspriiche 1 bis 13, wobei die Emulsion in Form eines Gels vorliegt, das
fir die ophthalmische Verwendung geeignet ist.

15. Medikament, umfassend die Ol-in-Wasser-Emulsion nach einem der Anspriiche 1 bis 14.

16. Ol-in-Wasser-Emulsion nach einem der Anspriiche 1 bis 14 zur Anwendung in einem Verfahren fiir die Behandlung
eines Leidens von trockenen Augen.

17. Kit fur die Behandlung von trockenen Augen, umfassend eine erste Emulsion nach einem der Anspriiche 1 bis 12
und eine zweite Emulsion, die Cyclosporin enthalt.

Revendications
1. Emulsion huile-dans-eau comprenant

a) une phase huile,

b) 0.001 2 0.02 % en poids d’halogénure d’'ammonium quaternaire C16-alkyle en tant qu’agent cationique,

¢) un surfactant,

d) optionnellement des agents antioxydants, de tonicité, de viscosité, d’ajustement du pH, tampon, de préser-
vation, de solubilisation, de chélation ou d’épaississement,

e) de l'eau.

2. Emulsion huile-dans-eau selon la revendication 1, dans laguelle ladite émulsion comprend en outre du tyloxapol.

3. Emulsion huile-dans-eau selon la revendication 1 ou la revendication 2, dans laquelle ladite &mulsion comprend en
outre une phase huile comprenant de I'’huile minérale, de I’huile de ricin ou des triglycérides a chaine moyenne, de
préférence un mélange d’huile minérale légére et d’huile minérale lourde.

4. Emulsion huile-dans-eau selon 'une quelconque des revendications 1 a 3, dans laquelle ledit halogénure d’'ammo-
nium quaternaire C16-alkyle est un halogénure dammonium C16-alkylbenzyle, de préférence un halogénure d’am-

monium C16-alkylbenzylediméthyle, de préférence BAK C16.

5. Emulsion huile-dans-eau selon I'une quelconque des revendications 1 a 4, dans laquelle ledit halogénure d’'ammo-
nium quaternaire C16-alkyle est le seul halogénure d’ammonium de I'émulsion.

6. Emulsion huile-dans-eau selon 'une quelconque des revendications 1 & 5, comprenant en outre un poloxamer.

7. Emulsion huile-dans-eau selon 'une quelconque des revendications 1 a 6, comprenant des agents tampons et/ou
au moins un agent de tonicité, tel que le mannitol ou le glycérol.

8. Emulsion huile-dans-eau selon I'une quelconque des revendications 1 & 7, ladite émulsion ayant un potentiel z&ta
positif.

9. Emulsion huile-dans-eau selon 'une quelconque des revendications 1 a 8, ladite émulsion ayant une taille de
gouttelette de 100 a 500 nm.

10. Emulsion huile-dans-eau selon I'une quelconque des revendications 1 a 9, ladite &mulsion comprenant
- de 'huile minérale légére et lourde,
- du tyloxapol,
- du poloxamer 188,
- du mannitol ou du glycérol, et
- du chlorure de cétalkonium.

11. Emulsion huile-dans-eau selon I'une quelconque des revendications 1 & 10, ladite &mulsion étant hypotonique.

12. Emulsion huile-dans-eau selon 'une quelconque des revendications 1 a 11, dans laquelle ladite émulsion n’induit

12
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15.

16.

17.
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pas de rougeur dans la conjonctive d’'un lapin albinos lors de 'administration de 9 gouttes de 50p.L, lesdites gouttes
étant administrées toutes les 5 minutes, de préférence lors de 'administration de 11 gouttes, et plus préférentielle-

ment lors de 'administration de 13 gouttes.

Emulsion huile-dans-eau selon 'une quelconque des revendications 1 & 12, comprenant en outre un principe actif,
de préférence une cyclosporine.

Emulsion huile-dans-eau selon 'une quelconque des revendications 1 4 13, dans laquelle ladite émulsion est sous
la forme d’un gel adapté pour un usage ophtalmique.

Médicament comprenant I’émulsion huile-dans-eau selon 'une quelconque des revendications 1 a 14.

Emulsion huile-dans-eau selon 'une quelconque des revendications 1 a 14, destinée a &tre utilisée une méthode
de traitement de la sécheresse oculaire.

Kit pour le traitement de la sécheresse oculaire comprenant une premiére émulsion selon 'une quelconque des
revendications 1 a 12 et une seconde émulsion contenant de la cyclosporine.

13
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KVATERNER AMMONIUM VEGYULETEKET TARTALMAZO
KESZITMENYEK

Szabadalnd ipduypontek

8

E243
3

9#

10

Olaj-a-vieben smudzio, amely a Kivetkerdket tartalmazex:
) egy olaifazist,

by (001 whmep¥ed] (% wlwy Q01 tomegfedg (% wiwg Cifealbtbkvatemner
ammbninm-halogen ads,z katlonons sgerként {agenskent),

o
nne

feltitoraktly anyagot Qlenzidet),

dy opoiondlisan antioxidinsokat, tonicitdsd fangolnlt tonieity™) szereket, viszkozitas.
aoveld (angoluls L viscosifying™) saershet, pHeszabilyord szereket, putforgld
fangolel:  Jbuffering™)  seerehet,  tandsiidezerchey,  svolubiliz@lo  suereket,
kehitképed szercket vagy strftdezereket,

ey wizst

Olaj-s-vizhen enudzio az |, igénypont sgerint, shol o nevezett eoialdd tovabbi tartalmay
tloxapolt.

(Hap-se-vivben smulnd an L \da; 2. ipdnypont szeting, ahol a vevesett emuladd tovibba

mrtalmar epy olgifialt, smely hntalmar davdayple dat, vioinusolapt vagy MOT
elnyisen egy keverdket, amely mhcz S ktylt davanyolybdd dit

X

{ 33\& saevizhen emoledd az Fotd 3edg igénypontok birmelyike swerint, shol @ nevezed
Cigealkib-vatemsrammdnivm-halogeaid @ kovetkerd:  Cl6-alkil-benzib-ammmdniane
imxwmzd, eldnyisen Clbeatkil-be wrib-dimetibammddunvhadogenid, sltavtisen BAK Tl

Olajavizhen smulzié az 1481 4-ig igéaypontok birmelyike swerint, shol a neverstt
C6-alkilskvate mernsmsm}mmwimhgmzd as  eevelsn  ammdniuovhalogend a
grmdzichan,

Ofaieaevizhen emolsis sz 1481 S-g igénypontok birmelyike seerint, amely tovibdd
tartalmaz poloxamet,

Ciajeaevizhen omuleid gz 181 Go1g igdnypontok birmelyihe seerint amely tactalmaz
putforedd szerekst {mgoiu Lhutfering agents™) Sedy agy kwahhh agy tonicitast swent
{a‘"izmﬁi gy donie m agsm ¥, mint ‘m‘mm anuang vagy xl\k., §4i9

Olaj-a-vizhen goulad ag L8 T-g igdaypontok brmelyike sxerint, abol a pevezett
srnledc ey pozitly zétpotenciallal (angoluls (positive zeta potential”y rendetherik.

Olad-asvighen emdzid az Ll Baig ;*énvgsm}mii barmelyvike sperint, abol a sevezstt

B

mvuledd ey 100 sma-t8 300 nmag terjedt casppmdretie! rendelkerik,

Olnpra-vizben emulald gz 181 9-ig igdnypontok blrmelytke szering, ahol a nevezett
salaid a kdvetkezblet tantalimazan

&

- kinnvil &s nehdée devinyolaja
- titoxspolt,
« poloxamer 1884,

- mmnniot vagy glicering €5

cetalkéntum-Klondot.
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Olai-a-vizhen smolaid az Lol 10-4g igénypontok bdrmelyvike szenint, shol & novesett
enutlzid Wpotdmds fagolul | hypotanic™).

Cabaevizben omulzié az 1681 L-g igduypontok barmelyike szerint, ahol o neversyt
emulzio nem indukdl (nom wide eld) vintsiddat ax albing nydl kStdhdrpedjdhan (angolul
Lathing vabbit conjunctiva”) @ cospp adagoldsa 216, amelyek 50 plesek, shol a nevezent
cagppek minden ¥ porcben vannak adugobva, eldnydsen 11 csepp adagolisa eldw &
elnytischbon 13 cxepp adagoldsa aliit

Claj-govizben emuldei¢ az Ladl [2-4g igdaypomnk bionelyike szerint, amely tovabbd
tartalmaz egy hatdanyagot, eldnydsen ciklosporing.

Olaj-sevicben emuleid az L4810 134 igdayponiok bdomelyike szsrint, ahol a neverelt
smuleid epy g8 formdjsban 8 rendelkezdsre, amely alkalimas szomésrot atkalmazisra,
Giydgyseer, amely tartalmazes ag L81 Ma-ig 1génypontok bidrmelyike szerintd olag-a-
vizben epnulai,

Olaja-vizhen swmulzio sz Lagl Boig igaypontok bamelpke szering, alkadmasis
pelidhdl egy oljardshan, amely sxdcar seer allapot kezeldsdre seolpil.

Készlet sxdrar svem kezelfsdre, amely tavtslmar egy s L8l 12.4g igdnypomok
barmelvike szorintt olsG cmulaids &s opy mdsodik eroulziat, amely tartalimar ciklosporint,
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