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Description
FIELD OF THE INVENTION

[0001] This invention relates to non-surgical methods for treatment of conjunctivochalasis. In particular, it relates to
eyedrops comprising a solution of glycerol useful for treatment of conjunctivochalasis.

BACKGROUND OF THE INVENTION

[0002] Conjunctivochalasis, a condition characterized by excess folds of the conjunctiva, is of relatively common
occurrence, especially in the elderly and in contact lens wearers. It can be a serious condition and in extreme cases
requires surgical intervention. While various diseases of the eye can be treated by the application of liquid preparations
administered to contact the eye, no recognized treatment of conjunctivochalasis by eye drops alone is known.

[0003] A 1998 literature review discussing treatment of conjunctivochalasis (Meller, D.; Tseng, S. C. G., "Conjunctivo-
chalasis: Literature Review and Possible Pathophysiology"; Surv. Ophthalmol. 1998, 43, 225 - 232) concludes that while
eye drops can be used to relieve dry eye syndrome, one of the symptoms of conjunctivochalasis, the only effective
treatment for the disease itself is surgery.

SUMMARY OF THE INVENTION

[0004] The presentinvention provides eye drops useful in the treatment of or alleviation of symptoms of conjunctivo-
chalasis which may spare surgical intervention. The eye drops are based on the use of glycerol, preferably in isotonic
or nearly isotonic solution. These isotonic solutions can further comprise additional ophthalmologic medications. Glycerol
is itself a humectant, i.e. is capable of holding water.

[0005] The presentinvention relates to an ophthalmic preparation for use in non-surgical treatment of conjunctivoch-
alasis in accordance with appended independent claim 1 and appended dependent claims 2-15.

DETAILED DESCRIPTION OF THE PREFERRED EMBODIMENTS

[0006] In the following description, various aspects of the invention will be described. For the purposes of explanation,
specific details are set forth in order to provide a thorough understanding of the invention. It will be apparent to one
skilled in the art that there are other embodiments of the invention that differ in details without affecting the essential
nature thereof. Therefore the invention is not limited by that which is described in the specification, but only as indicated
in the accompanying claims, with the proper scope determined only by the broadest interpretation of said claims.
[0007] The invention comprises a solution of glycerol in water. In preferred embodiments of the invention, 2.5 g of
glycerol are present in each 100 ml of the prepared solution. In some embodiments of the invention, in the solution the
salt concentration is less than 2 mM. In preferred embodiments of the invention, the glycerol solution is isotonic. In
preferred embodiments of the invention, the viscosity of the solution is controlled by addition of a quantity of high molecular
weight polymer (MW > 104 Dalton) such as hyaluronate or carbomer sufficient to bring the solution to the desired viscosity.
All ingredients are of purity sufficient for use in eye drops.

[0008] The solutions are then transferred to a container appropriate for dispensing it as eye drops.

[0009] In other embodiments of the invention, the solution additionally comprises a pharmaceutically effective con-
centration at least one pharmacologically active agent. If necessary, any stabilizer, preservative, antioxidant, buffer or
combination thereof appropriate for use with the pharmacologically active agent may be added to the solution in any
concentration suitable for use in eye drops.

[0010] A typical protocol for use of the resulting eye drops to treat or to alleviate the symptoms of conjunctivochalasis
is to place drops in the affected eye 3 times daily until the severity of the symptoms is reduced to an acceptable level.
In particularly severe cases, more frequent applications may be necessary, and in less severe cases, a single daily dose
may be sufficient.

EXAMPLE 1

[0011] A solution was prepared containing:

Glycerol 25¢g
Sodium hyaluronate 0.1g
Water sufficient to bring to 100 ml
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[0012] The solution was buffered to pH of 7.2.
EXAMPLE 2

[0013] A solution was prepared containing:

Glycerol 25¢g

Sodium hyaluronate  0.015 g

Carbomer 481 0.015¢

Water sufficient to bring to 100 ml

[0014] The solution was adjusted to about pH of 7.
EXAMPLE 3

[0015] A solution was prepared containing:

Glycerol 259
Diclofenac sodium 0.1g
Water sufficient to bring to 100 ml

[0016] The solution was buffered to pH of about 7.
EXAMPLE 4

[0017] A solution, containing less than 2 mM salt, was prepared as described in Example 2 above. The solution was
then administered on average 3 times daily to a group of patients. The severity of the conjunctivochalasis was measured
according to the LIPCOF (Lid Parallel Conjunctival Folds) scale, in which 0 represents the least severe level and 3 is
very severe. Determinations of the severity of the conjunctivochalasis were made prior to treatment, one month after
the start of treatment, and 6 months after the start of treatment. The results are summarized in the table below. The
changes from the first LIPCOF determination to the second, and from the first to the third, are statistically significant at
the p < 0.01 level.

LIPCOF Grade Prior to 1 month 6 months
treatment

N % N % N %

13 241 14 26.9 12 31.6
25 46.3 27 51.9 22 57.9
15 27.8 11 21.2 4 10.5
1 1.9 0 0.0 0 0.0

w N =2 O

Claims

1. An ophthalmic preparation for use in non-surgical treatment of conjunctivochalasis; characterized in that said
ophthalmic preparation comprises an aqueous solution of glycerol.

2. The ophthalmic preparation for use according to claim 1, wherein said solution is essentially isotonic.
3. The ophthalmic preparation for use according to either one of claim 1 or claim 2, wherein said solution has a pH of 7.

4. The ophthalmic preparation for use according to either one of claim 1 or claim 2, wherein said ophthalmic preparation
is characterized by a salt concentration of less than 2 mM.

5. The ophthalmic preparation for use according to either one of claim 1 or claim 2, further comprising a polymer of
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molecular weight of at least 10,000 Dalton.

6. The ophthalmic preparation for use according to claim 5, wherein the concentration of said polymer is chosen to
bring said solution to a predetermined viscosity.

7. The ophthalmic preparation for use according to claim 5, wherein said polymer is anionic.

8. The ophthalmic preparation for use according to claim 7, wherein said polymer is chosen from the group consisting
of hyaluronate and carbomer.

9. Theophthalmic preparation for use according to either one of claim 1 or claim 2, further comprising a pharmaceutically
effective amount of a pharmacologically active agent.

10. The ophthalmic preparation for use according to claim 9, wherein said pharmacologically active agent is diclofenac.

11. The ophthalmic preparation for use according to claim 9, further comprising at least one substance chosen from the
group consisting of stabilizers, preservatives, antioxidants, and buffers.

12. The ophthalmic preparation according to any one of claims 1 - 11, for use in a non-surgical treatment for reducing
severity of conjunctivochalasis as measured by a Lid Parallel Conjuctival Folds, LIPCOF, scale by application of
said ophthalmic preparation from one to five times daily.

13. The ophthalmic preparation for use according to claim 12, wherein said treatment comprises application of said
preparation three times daily.

14. The ophthalmic preparation according to claim 13, for use in a non-surgical treatment for reducing severity of
conjunctivochalasis that produces a statistically significant reduction in a score according to said LIPCOF scale
within 6 months after the initiation of the application.

15. The ophthalmic preparation according to claim 13, for use in a non-surgical treatment for reducing severity of
conjunctivochalasis that produces a statistically significant reduction in a score according to said LIPCOF scale
within 1 month after the initiation of the application.

Patentanspriiche

1. Ophthalmologische Zubereitung zur Anwendung in nichtchirurgischer Behandlung von Bindehautchalasis; dadurch
gekennzeichnet, dass die ophthalmologische Zubereitung eine wassrige Losung von Glycerol umfasst.

2. Ophthalmologische Zubereitung zur Anwendung nach Anspruch 1, wobeidie Lésung im Wesentlichen isotonisch ist.

3. Ophthalmologische Zubereitung zur Anwendung nach einem von Anspruch 1 oder Anspruch 2, wobei die Lésung
einen pH-Wert von 7 hat.

4. Ophthalmologische Zubereitung zur Anwendung nach einem von Anspruch 1 oder Anspruch 2, wobei die ophthal-
mologische Zubereitung durch eine Salzkonzentration von weniger als 2 mM gekennzeichnet ist.

5. Ophthalmologische Zubereitung zur Anwendung nach einem von Anspruch 1 oder Anspruch 2, weiter ein Polymer
mit einer Molmasse von mindestens 10.000 Dalton umfassend.

6. Ophthalmologische Zubereitung zur Anwendung nach Anspruch 5, wobei die Konzentration des Polymers dazu
ausgewahlt ist, die Losung auf eine vorgegebene Viskositat zu bringen.

7. Ophthalmologische Zubereitung zur Anwendung nach Anspruch 5, wobei das Polymer anionisch ist.

8. Ophthalmologische Zubereitung zur Anwendung nach Anspruch 7, wobei das Polymer aus der aus Hyaluronat und

Carbomer bestehenden Gruppe ausgewahlt ist.
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Ophthalmologische Zubereitung zur Anwendung nach einem von Anspruch 1 oder Anspruch 2, weiter eine phar-
mazeutisch wirksame Menge eines pharmakologisch wirksamen Stoffs umfassend.

Ophthalmologische Zubereitung zur Anwendung nach Anspruch 9, wobei der pharmakologisch wirksame Stoff
Diclofenac ist.

Ophthalmologische Zubereitung zur Anwendung nach Anspruch 9, weiter mindestens eine Substanz umfassend,
die ausder Gruppe ausgewahltist, bestehend aus Stabilisatoren, Konservierungsstoffen, Antioxidantien und Puffern.

Ophthalmologische Zubereitung nach einem der Anspriiche 1-11, zur Anwendung in einer nicht-chirurgischen Be-
handlung zur Verringerung der Schwere von Bindehautchalasis, gemessen durch eine lidkantenparallele konjunk-
tivale Falten-Skala (LIPCOF-Skala), durch Anwendung der ophthalmologischen Zubereitung zwischen ein und finf
Mal taglich.

Ophthalmologische Zubereitung zur Anwendung nach Anspruch 12, wobei die Behandlung die Anwendung der
Zubereitung dreimal taglich umfasst.

Ophthalmologische Zubereitung nach Anspruch 13, zur Anwendung in einer nicht-chirurgischen Behandlung zur
Verringerung der Schwere von Bindehautchalasis, die zu einer statistisch signifikanten Verringerung in einer Wertung
gemaR besagter LIPCOF-Skala innerhalb von 6 Monaten nach Beginn der Anwendung flhrt.

Ophthalmologische Zubereitung nach Anspruch 13, zur Anwendung in einer nicht-chirurgischen Behandlung zur
Verringerung der Schwere von Bindehautchalasis, die zu einer statistisch signifikanten Verringerung in einer Wertung
gemaR besagter LIPCOF-Skala innerhalb von 1 Monat nach Beginn der Anwendung flhrt.

Revendications

10.

11.

Préparation ophtalmique pour son utilisation dans le traitement non chirurgical d’'une conjunctivochalasis, caracté-
risée en ce que ladite préparation ophtalmique comprend une solution aqueuse de glycérol.

Préparation ophtalmique pour son utilisation selon larevendication 1, dans laquelle ladite solution est essentiellement
isotonique.

Préparation ophtalmique pour son utilisation selon 'une quelconque des revendications 1 ou 2, dans laquelle ladite
solution posséde un pH égala 7.

Préparation ophtalmique pour son utilisation selon 'une quelconque des revendications 1 ou 2, dans laquelle ladite
préparation ophtalmique se caractérise par une concentration de sel inférieure a 2 mM.

Préparation ophtalmique pour son utilisation selon 'une quelconque des revendications 1 ou 2, comprenant en
outre un polymeére dont le poids moléculaire s’éléve a au moins 10.000 Daltons.

Préparation ophtalmique pour son utilisation selon la revendication 5, dans laquelle la concentration dudit polymére
est sélectionnée pour amener ladite solution a une viscosité prédéterminée.

Préparation ophtalmique pour son utilisation selon la revendication 5, dans laquelle ledit polymere est anionique.

Préparation ophtalmique pour son utilisation selon la revendication 7, dans laquelle ledit polymére est choisi parmi
le groupe constitué par un hyaluronate et un carbomére.

Préparation ophtalmique pour son utilisation selon 'une quelconque des revendications 1 ou 2, comprenant en
outre une quantité pharmaceutiquement efficace d’un agent actif du point de vue pharmacologique.

Préparation ophtalmique pour son utilisation selon la revendication 9, dans laquelle ledit agent actif du point de vue
pharmacologique est le diclofenac.

Préparation ophtalmique pour son utilisation selon la revendication 9, comprenant en outre au moins une substance
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choisie parmi le groupe constitué par des stabilisateurs, des conservateurs, des antioxydants et des tampons.

Préparation ophtalmique selon 'une quelconque des revendications 1 a 11, pour son utilisation dans un traitement
non chirurgical destiné a réduire la gravité d’'une conjunctivochalasis comme mesurée par une échelle LIPCOF, pli
conjonctival paralléle au bord palpébral, via I'application de |ladite préparation ophtalmique a raison de un a cing
fois par jour.

Préparation ophtalmique pour son utilisation selon la revendication 12, dans laquelle ledit traitement comprend une
application de ladite préparation a raison de trois fois par jour.

Préparation ophtalmique selon la revendication 13, pour son utilisation dans un traitement non chirurgical destiné
a réduire la gravité d’une conjunctivochalasis, qui procure une réduction statistiquement significative dans un score
conforme a ladite échelle LIPCOF dans un laps de temps de 6 mois aprés le déclenchement de I'application.

Préparation ophtalmique selon la revendication 13, pour son utilisation dans un traitement non chirurgical destiné
a réduire la gravité d’une conjunctivochalasis, qui procure une réduction statistiquement significative dans un score
conforme a ladite échelle LIPCOF dans un laps de temps de 1 mois aprés le déclenchement de I'application.
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