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Summary of Facts and Submissions

IT.

European patent 3 205 334 ("the patent™), which
resulted from a divisional application with respect to
the earlier ("parent") application EP14001862.3
published as EP 2772 249 Al, was granted on the basis

of sixteen claims.

Claim 1 as granted defined an ophthalmic aqueous
solution consisting of 0.0015% w/v tafluprost , 0.075%
w/v polysorbate 80, 0.05% w/v disodium edetate, 2.25%
w/v glycerol, 0.2% w/v sodium dihydrogen phosphate
dihydrate, water and pH adjusters as excipients, in a
container consisting essentially of polyethylene. Claim
6 as granted defined such solution in a single or unit
dose container consisting essentially of low density
polyethylene (LDPE) wherein the pH adjuster is sodium

hydroxide and/or hydrochloric acid.

The patent was opposed on the grounds that its subject-
matter lacked an inventive step and that the patent
comprised subject-matter extending beyond the content

of the applications as originally filed.

The patent proprietors and the opponent filed appeals
against the decision of the opposition division that
the patent as amended in accordance with the patent
proprietor's auxiliary request 5 filed during the oral
proceedings of 29 April 2022 met the requirements of
the EPC.

The decision under appeal was based on the claims as
granted (main request), auxiliary requests 1 and 3-4 as

filed on 23 June 2021, auxiliary request 2 as filed on
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23 February 2022 and the mentioned auxiliary request 5
of 29 April 2022.

Claim 1 of auxiliary request 4 defined:

"An ophthalmic aqueous solution consisting of 0.0015%
w/v tafluprost as an active ingredient, 0.075% w/v
polysorbate 80, 0.05% w/v disodium edetate, 2.25% w/v
glycerol, 0.2% w/v sodium dihydrogen phosphate
dihydrate, water and pH adjusters as excipients in a
unit dose container consisting essentially of low
density polyethylene, wherein the pH adjuster is sodium
hydroxide and/or hydrochloric acid, wherein 0.3 mL of
the ophthalmic agqueous solution is filled in the body
part of the unit dose container and inner volume of the
unit dose container is 1 mL, and wherein the ophthalmic

aqueous solution has a pH of from 5.0 to 6.7."

Claim 1 of auxiliary request 5 included all the
features of claim 1 of auxiliary request 4 and

additionally defined the following feature:

"the container being packaged into paper-coated

aluminium-polyethylene foil."

In its decision the opposition division cited inter

alia the following documents:

Dl: EP 1 321 144 A

D13: Timoptic ® Data Sheet, 2005

D16: Guideline on the categorisation of extension
applications (EA) versus variations applications (V),

October 2003, European Commission
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The opposition division came to the following

conclusions:

(a)

(b)

The main request and auxiliary requests 1-4 did not

comply with the requirement of Article 76(1) EPC.

Auxiliary request 5 complied with Article 76 (1)
EPC.

Document D1, in particular the composition of
formulation 5 in paragraph [0031], represented the
closest prior art. The differences with this prior
art concerned the definition of the particular
amounts of tafluprost (1) and polysorbate 80 (2),
the disodium EDTA (3), the glycerol (4), the sodium
dihydrogen phosphate dihydrate (5), the water (6)
and the pH adjusters (7), the polyethylene of the
container (8), the volume of 0.3 mL for the
solution (9), the unit dose container (10), the
inner volume of 1Iml of the container (11), the pH
from 5.0-6.7 (12) and the packaging into paper
coated aluminium-polyethylene foil (13).

The features defining the composition of the
solution were not to be considered separately from
the features defining the container, because the
container material and its packaging affected the

composition of the solution.

The effect of a reduction of tafluprost adhesion by
the 1.5 times higher concentration of polysorbate
80 demonstrated in Figures 2 and 3 of the patent
was already suggested in document D1. The post-
published experimental results submitted with
proprietors' letter of 23 February 2022 did not

demonstrate that the higher concentration of
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polysorbate 80 defined for the claimed composition
was associated with any beneficial effect regarding
the bicavailability of tafluprost in view of the
lower resulting tafluprost concentrations and the
margin of error reported therein. The objective
technical problem therefore concerned the provision
of an alternative ophthalmic composition comprising

tafluprost.

The claimed subject-matter was not obvious as

solution, because

- document D1 taught away from using the

polyethylene material,

- the opponent had not substantiated why the

defined foil was obvious

- the skilled person had to undertake numerous
modifications, whereas in the field of
pharmaceutical compositions the relevant features

had to be carefully selected.

The patent proprietors filed with the statement of
grounds of appeal a new main request and auxiliary
requests 1-4, which corresponded to auxiliary requests

1-5 on which the decision under appeal was based.

The opponent filed with the statement of grounds of

appeal the following documents:

A21: EP 2 123 278 Al
A22: Extract from Handbook of Pharmaceutical
Excipients, 5th edition, pages 696-698, Sodium

Phosphate, Monobasic
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A23: Paper and Paperboard Packaging Technology, 2005,
pages 21-26 and 106-107

With their reply to the opponent's appeal the patent
proprietors presented in addition to the experimental
results relied upon before the opposition division
further results from comparative experiments regarding
the bioavailability of tafluprost from the claimed

composition.

With their reply the patent proprietors also filed the

following document:

A24: Paper and Paperboard Packaging Technology, 2005,
pages 101-106.

The Board expressed in a communication pursuant to

Article 15(1) RPBA inter alia the preliminary opinion
that the subject-matter defined according to the main
request and auxiliary requests 1-4 did not involve an

inventive step.

Oral proceedings were held on 25 February 2025.

During the oral proceedings the patent proprietors
withdrew the main request and auxiliary requests 1-2 as
filed with the statement of grounds of appeal. The
remaining requests were the auxiliary requests 3 and 4
filed with their statement of grounds of appeal, which
correspond to auxiliary requests 4 and 5 on which the
decision under appeal was based with independent claims

as presented herein in section II above.



- 6 - T 2275/22

VIII. The arguments of the patent proprietors relevant to the

present decision are summarized as follows:

The crucial distinguishing features of the subject-
matter of claim 1 of the main request with the
composition of Table 7 in document D1 representing

the closest prior art concerned:

(1) the lower concentration of the tafluprost,
namely 0.0015% instead of 0.005%

(11) the higher concentration of the
polysorbate 80, namely 0.075% instead of
0.05%

(11id) the formulation of a unit dose of 0.3 mL of
the solution in a container having an inner

volume of 1.0 ml

(1v) the nature of the material of the
container, namely low density polyethylene
(LDPE) .

The formulation of an ophthalmic solution in a unit
dose container allowed for dispensing with a
preservative. However, the formulation in a
resinous unit dose container resulted in a
relatively low amount of tafluprost agent being
exposed to a relatively large contact area for the
problematic absorption of the tafluprost, in
particular in case of the low concentration of the
tafluprost as defined in claim 1 of the main
request. As demonstrated in Figure 3 of the patent
the specific increase of the polysorbate 80
concentration as defined in claim 1 of the main

request optimally prevented the absorption of
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tafluprost to the surface of the LDPE container. As
indicated by Figure 4 of the patent and as further
substantiated by the additional experimental
results reported in the patent proprietors' letter
of 23 February 2022 and their reply to the
opponent's appeal the defined polysorbate 80
concentration still maintained a satisfactory
biocavailability of the tafluprost, which is
normally compromised at higher polysorbate 80
concentrations. The objective technical problem
should therefore be formulated as the provision of
an ophthalmic agqueous solution comprising
tafluprost, wherein the absorption of tafluprost to
the container walls is prevented and at the same
time the bioavailability of tafluprost is

maintained.

Document D1 itself provided no suggestion towards
the claimed subject-matter as solution to this
problem, which involved the change from a 10-fold
to a 50-fold excess of the polysorbate 80 over the
tafluprost in comparison with the composition of
Table 7 in document D1. Document D1 recommended a
10-fold excess of the surfactant to promote and
assure the water-solubility of the prostaglandin,
but also indicated in Figure 1 that at a tafluprost
concentration as low as 0.0015% no polysorbate is
actually required to solubilize the tafluprost.
Document D1 furthermore failed to recognize any
issue regarding the polysorbate 80 concentration in
relation to the bicavailability. No other prior art
suggested the effects of the defined polysorbate 80
concentration on the absorption of tafluprost by
resinous containers and the biocavailability of
tafluprost. Moreover, no prior art described the

formulation of tafluprost in a unit dose container.
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The higher absorption of tafluprost in a
polyethylene container than in a polypropylene
container reported in document D1 even dissuaded
the skilled person from the use of a container
consisting essentially of LDPE for the unit dose
container with the small volume as defined in claim
1 of the main request, in which relatively low
amount of tafluprost is exposed to a relatively

large contact area for absorption.

In line with the considerations in the decision
under appeal it would furthermore not be obvious
for the skilled person to carry out the totality of
modifications as defined in claim 1 of the main

request and claim 1 of auxiliary request 1.

IX. The arguments of the opponent relevant to the present

decision are summarized as follows:

Starting from the composition of Table 7 of
document D1 the objective technical problem could
be formulated as the provision of a formulation for
the convenient administration of tafluprost which
is free of preservatives and combines a reduced
absorption of tafluprost by the container with
adequate bioavailability for an effective low dose

of tafluprost.

The tafluprost concentration of 0.0015% and a
polysorbate concentration of 0.075% as defined in
claim 1 of the main request were in line with the
teaching of document D1 that the prostaglandin
concentration may range from 0.00005% to 0.05% and
that the concentration of the nonionic surfactant
is preferably 10 or more times higher, but usually

less than 0.5% to avoid adverse effects. The
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skilled person would have expected a reduced
absorption of tafluprost from a solution with a
polysorbate 80 concentration of 0.075% as compared
to 0.05% in a LDPE container as demonstrated in
Figure 3 of the patent following the teaching in
document D1 that nonionic surfactants such as
polysorbate 80 reduce the absorption of
prostaglandin derivatives such as tafluprost to
containers made of a resinous material such as
polyethylene. As evidenced by documents D13 and D16
it was common general knowledge that ophthalmic
solutions may be conveniently formulated in LDPE
unit dose containers. It would in view of the
prevention of the tafluprost absorption by
polysorbate 80 as described in document DI
therefore be obvious for the skilled person to also
formulate solutions of tafluprost with polysorbate
80 in LDPE unit dose containers as defined in claim

1 of the main request.

The information in Figure 1 of document D1
regarding the increased solubility of tafluprost
depending on the polysorbate 80 concentration did
not affect the skilled person's considerations
concerning the prevention of the absorption of
tafluprost to the resinous containers by

polysorbate 80.

Document D1 mentioned polyethylene as one of the
preferred container materials and reported its only
marginally lower performance in terms of absorption
compared to polypropylene. Document D1 would
therefore not dissuade the skilled person from the
use of a container made of LDPE as defined in

claim 1 of the main request.
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The reduction in the biocavailability of tafluprost
when the polysorbate 80 concentration is increased
from 0.05% to 0.2% as indicated in Figure 4 of the
patent or from 0.05% to 0.075% as indicated by the
additional experimental results subsequently
presented by the patent proprietors did not
represent an unexpected beneficial effect over the
prior art that could support an inventive step for

the claimed subject-matter.

The definition of the 2.25% w/v of glycerol, the
0.2% w/v of sodium dihydrogen phosphate dihydrate,
the pH adjusters sodium hydroxide and/or
hydrochloric acid, the pH of 5.0-6.7 and the
packaging into paper-coated aluminium-polyethylene
foil represented, as for instance evidenced by
documents A21-A23, conventional features for
ophthalmic compositions and did therefore not
contribute to any inventive step of the subject-
matter of claim 1 of the main request and claim 1

of auxiliary request 1.

The patent proprietors requested that the decision
under appeal be set aside and that the patent be
maintained on the basis of their new main request filed
as auxiliary request 3 with their statement of grounds
of appeal or on the basis of auxiliary request 1 filed
as auxiliary request 4 with their statement of grounds
of appeal. These requests correspond to auxiliary
requests 4 and 5 on which the decision under appeal was
based.

The opponent requested that the decision under appeal
be set aside and that the patent be revoked in its

entirety.
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Reasons for the Decision

1. Main request, inventive step

1.1 Closest prior art

Document D1 describes the use of nonionic surfactants
to enhance the solubility of prostaglandin derivatives
and to inhibit the absorption of the prostaglandin
derivatives by containers made of a resinous material
(see D1, paragraph [0004]). In this context document D1
presents a stability test for an example of an
ophthalmic solution (see D1, paragraphs [0031] to
[0032]), which comprises 0.005 tafluprost, 0.05%
polysorbate 80 and 0.05% EDTA salt (see Table 7) filled

in a container made of polypropylene.

It was not in dispute that the composition of Table 7
of document D1 represented the closest prior art and
that the subject-matter of claim 1 of the main request

differed from that composition in

the lower amount of tafluprost, namely 0.0015% w/v

instead of 0.005%

- the higher amount of polysorbate, namely 0.075% w/v
instead of 0.05%

- the presence of 2.25% w/v of glycerol

- the presence of 0.2% w/v of sodium dihydrogen
phosphate dihydrate

- the presence of the pH adjusters sodium hydroxide
and/or hydrochloric acid,

- the pH of 5.0-6.7

- the unit dose container having an inner volume of

1 mL and filled with 0.3 mL of the solution
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- the container consisting essentially of low density

polyethylene (LDPE) instead of polypropylene

It was also common ground that in as far as the
definition of 0.05% w/v disodium edetate in claim 1 of
the main request instead of the 0.05% w/w disodium EDTA
disclosed in document D1 represented a difference, this
difference was of no relevance in the assessment of

inventive step.

Objective technical problem

The patent presents in Example 1 (see paragraphs [0033]
to [0034]) an experiment involving the storage of unit
doses of 0.3 mL of solutions comprising 0.0015%
tafluprost in combination with 0.05%, 0.075% or 0.1%
polysorbate 80 in an approximately 1 mL LDPE container.
The results after 20 weeks storage at 40°C (see

Figure 3) indicate for the solutions with 0.075% and
0.1% polysorbate 80 a reduced absorption of the
tafluprost (ca. 88% remaining) compared to the solution

with 0.05% polysorbate 80 (ca. 82% remaining).

The patent further provides experimental results
demonstrating the reduced bioavailability of tafluprost
from a solution comprising 0.0015% tafluprost in the
presence of polysorbate 80 at a concentration of 0.2%
as compared to 0.05% (see Example 2, paragraphs [0035]
to [0039] and Figure 4). Moreover, the additional
experimental results presented by the patent
proprietors in their letter of 23 February 2022 and
their reply to the opponent's appeal indicate that the
biocavailability of tafluprost is also reduced at a
polysorbate concentration of 0.075%, but to a lesser
extent than at 0.2%.
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Taking account of the nature of the distinguishing
features of the claimed subject-matter and in view of
the experimental results on file the Board formulates
the objective technical problem as the provision of a
convenient formulation for the administration of
tafluprost which is free of preservatives and combines
reduced absorption of tafluprost by the container with
adequate bioavailability for an effective low dose of

tafluprost.

Assessment of the solution

As evidenced by document D16 (see pages 3 and 9) and
exemplified by document D13 (see page 1, under
"DESCRIPTION" and page 7 under "HOW SUPPLIED") unit
dose formulations, including formulations in containers
of LDPE containing 0.2 mL of solution and wrapped in a
foil laminate, were well known in the field of
ophthalmic solutions. Such unit dose formulations
represent as a matter of course convenient
administration forms which may dispense with
preservatives typically present in formulations
intended for multiple administration. Faced with the
objective technical problem identified in section 1.2
above the skilled person would therefore as a matter of
obviousness consider the possibility of adapting the
composition of Table 7 in document D1 to a unit dose
formulation in a LDPE container as defined in claim 1

of the main request.

Document D1 teaches explicitly that nonionic
surfactants such as preferably polysorbate 80 (see DI,
paragraph [0010]) inhibit the absorption of
prostaglandin derivatives such as tafluprost (see D1,
paragraph [0024]) by containers made of resinous

material such as preferably polypropylene and
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polyethylene of the high or low density type (see D1,
paragraph [0014]). In this context document Dl presents
results of a stability test showing after six months
storage at 40°C a remaining concentration of tafluprost
of 72% in a polyethylene container and of 83% in a
polypropylene container (see D1, paragraphs [0025] to
[0026], Tables 1-2). In view of the effective
absorption inhibition by polysorbate 80 described in
document D1 the skilled person would not be discouraged
from adapting the composition of Table 7 in document D1
to a unit dose formulation as defined in claim 1 of the
main request by the less favourable surface to volume
ratio of such unit dose formulations. Moreover, in view
of the recommendation in document D1 that polyethylene
represents a suitable and preferred container material,
the skilled person would not be dissuaded from using
polyethylene as a container material for such a unit
dose formulation by the reported marginally higher
tafluprost absorption in a polyethylene container than
in a polypropylene container. Faced with the identified
objective technical problem the skilled person would
therefore consider it an obvious solution to adapt the
composition of Table 7 in document D1 by formulating it
in a unit dose container made of LDPE as defined in the

claim 1 of the main request.

Document D1 describes for the concentration of the
prostaglandins in general a range of 0.00005 to 0.05%
(see D1, paragraph [0015]). In this context document D1
describes in addition to the composition of Table 7
comprising 0.005% tafluprost also an example of the
intended compositions comprising only 0.001%
tafluprost, be it without the EDTA (see D1, paragraph
[0025], Table 1). Accordingly, the tafluprost
concentration of 0.0015% as defined in claim 1 of the

main request falls well within the teaching regarding
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suitable concentrations for tafluprost as described in

document DI1.

In adapting the composition of Table 7 of document D1
by formulating it in a unit dose container the skilled
person would therefore consider the reduced
concentration of the tafluprost as defined in claim 1

of the main request an obvious modification.

As argued by the opponent with reference to documents
A21 and A22 the 2.25% w/v of glycerol, the 0.2% w/v of
sodium dihydrogen phosphate dihydrate, the pH adjusters
sodium hydroxide and/or hydrochloric acid and the pH of
5.0-6.7 as defined in claim 1 of the main request
represent conventional features in ophthalmic
solutions. The patent proprietors did not rely on any
specific advantage associated with these features or

contest the conventional nature of thereof.

In adapting the composition of Table 7 of document D1
by formulating it in a unit dose container the skilled
person would therefore consider the incorporation of
these features as defined in claim 1 of the main
request obvious as a matter of practical

implementation.

Document D1 describes for the nonionic surfactant a
concentration of preferably ten or more times the
concentration of the prostaglandin derivative, which
should in view of the potential for adverse effects
from the nonionic surfactant normally not exceed 0.5%
(see D1, paragraph [0016]). The increased polysorbate
80 concentration of 0.075% defined in claim 1 of the
main request amounts to fifty times the tafluprost

concentration and thereby still corresponds to a
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concentration of the nonionic surfactant in the range

indicated as preferred in document DI.

Taking account of the purpose of the presence of the
nonionic surfactant as described in document D1, in
particular the inhibition of the absorption of the
prostaglandin derivative by the resinous container, it
therefore required no more than routine experimentation
to verify that an increased polysorbate 80
concentration of 0.075% further reduces the absorption
of tafluprost when adapting the composition of Table 7

of document D1 for a unit dose formulation.

The patent proprietors argued that according to

Figure 1 of document D1 tafluprost is already soluble
up to a concentration of 0.02% without the presence of
a nonionic surfactant. According to the appellants the
skilled person would therefore not expect any further
effect from an increase in the concentration of the
polysorbate 80 when the concentration of the tafluprost
is reduced to a level of 0.0015 as defined in claim 1

of the main request.

However, Figure 1 of document D1 concerns the effect of
the nonionic surfactant on the solubility of the
prostaglandin derivative and not the effect on the
absorption of the tafluprost by the container. The
effect of the nonionic surfactant on the absorption of
the prostaglandin derivative is instead demonstrated in
document D1 in Table 2 in relation to a composition
comprising 0.001% tafluprost (see D1, paragraphs [0025]
to [0026]). As explained in section 1.3.4 it required
in view of this known effect of polysorbate 80 from
document D1 no more than routine experimentation to

verify the reduction of the absorption of tafluprost by
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the increased polysorbate 80 concentration of 0.075% as

defined in the claim of the remaining request.

Accordingly, the patent proprietors' argument based on
the solubility data from Figure 1 of document D1 is not

considered convincing.

The patent proprietors further argued that the patent
showed with the experimental results in Figure 4
involving solutions comprising 0.05% and 0.2%
polysorbate 80 that the skilled person would be
confronted with a reduced bicavailability of the
tafluprost associated with an increase in the
polysorbate 80 concentration. According to the
appellants the skilled person could not have expected
that, as demonstrated by the additional experimental
results presented in the letter of 23 February 2022 and
the reply to the opponent's appeal, the polysorbate 80
concentration to 0.075% representing an excess of fifty
times with respect to tafluprost still preserved an

adequate biovailability.

As explained in sections 1.3.4 and 1.3.6 above it
required in view of document D1 no more than routine
experimentation to verify that an increased polysorbate
80 concentration of 0.075% further reduces the
absorption of tafluprost. The experimental results in
Figure 4 of the patent indicate that an increase in the
polysorbate 80 concentration from 0.05% to 0.2% reduces
the bioavailability of tafluprost. However, the
discovery of this negative effect in a solution
comprising 0.2% polysorbate 80 does not imply any
contribution over the prior art associated with the
claimed formulation comprising 0.075% polysorbate 80,
which according to the presented additional

experimental results also reduces the biocavailability
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of tafluprost as compared to a formulation with 0.05%
polysorbate 80, be it to a lesser extent. At the same
time, the prior art provided the skilled person with no
reason to doubt that an ophthalmic solution comprising
tafluprost with 0.075% polysorbate 80 would still
provide adequate biocavailability of the tafluprost.

The patent proprietors' argument based on the presented
experimental results regarding the bioavailability from
solutions with 0.05%, 0.075% and 0.2% is therefore also

not considered convincing.

Accordingly, starting from the composition of Table 7
of document D1 the skilled person would consider the
claimed formulation obvious as a solution to the
objective technical problem of providing a formulation
for the convenient administration of tafluprost which
is free of preservatives and combines reduced
absorption of tafluprost by the container with adequate
bicavailability for an effective low dose of

tafluprost.

The Board therefore concludes that the main request
does not comply with the requirement of inventive step
(Article 56 EPC).

Auxiliary request 1, inventive step

The only additional feature of claim 1 of auxiliary
request 1 with respect to claim 1 of the main request
concerns the definition that the container is packaged

into paper-coated aluminium-polyethylene foil.

The patent proprietors did not rely on any unexpected

effect from this additional feature.
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The objective technical problem may therefore be
formulated in the same terms as set out above for the

main request.

As argued by the opponent with reference to document
A23 the packaging of the container into paper coated

with an aluminium-polyethylene foil was conventional.

The patent proprietors argued with reference to
document A24, which was taken from the same textbook as
document A23, that the mention of an aluminium
incorporating foil as a packaging material in document
A23 related to the packaging of medical devices and did
therefore not concern an ophthalmic solution in a
container as defined in claim 1 of auxiliary request 1.
However, the Board considers that a container for an
ophthalmic solution may well be regarded to represent a
medical device which according to document A23 may be
packaged in a conventional manner in paper coated with

an aluminium-polyethylene foil.

In adapting the composition of Table 7 of document D1
by formulating it in a unit dose container the skilled
person would therefore consider the packaging of the
container into paper-coated aluminium-polyethylene foil
additionally defined in claim 1 of auxiliary request 1

also obvious as a matter of practical implementation.

The Board therefore concludes that auxiliary request 1
does also not comply with the requirement of inventive
step (Article 56 EPC).
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Order

For these reasons it is decided that:

1. The decision under appeal is set aside.

2. The patent is revoked.

The Registrar: The Chairman:
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