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Summary of Facts and Subm ssi ons

0650. D

Eur opean patent No. 0 553 298 was granted with two sets of
clains (twelve product clains and one nethod claimfor the
contracting states AT, BE, CH D, DK, FR GB, IT, NL, SE
and twelve nethod clains for the contracting state ES) in
response to European patent application No. 92 900 942.1
published with the international publication

No. WD 92/ 06675.

Product claim1 and nethod claim 13 for the designated

contracting states other than ES read as fol |l ows:

"1. An aerosol formulation conprising a therapeutically

ef fective anmount of becl onet hasone 17,21 di propionate, a
propel | ant conprising a hydrofl uorocarbon selected fromthe
group consisting of 1,1,1,2-tetrafl uoroethane,

1,1,1, 2,3, 3, 3-hept af | uoropropane, and a m xture thereof, and
et hanol in an anmount effective to solubilize the
becl onet hasone 17,21 di propionate in the propellant, the
formul ati on being further characterized in that
substantially all of the becl onethasone 17,21 di propionate
Is dissolved in the fornulation, and that the fornul ation

contains no nore than 0.0005% by wei ght of any surfactant.

13. A nethod of preparing a solution aerosol formulation
conprising the step of conbining a therapeutically effective
anount of becl onmet hasone 17,21 di propionate, a propell ant

sel ected fromthe group consisting of 1,1,1, 2-

tetrafl uoroethane, 1,1,1,2, 3,3, 3-heptafl uoropropane, and a
m xture thereof, and an anmount of ethanol effective to

sol ubili ze the becl onet hasone 17,21 di propionate in the
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propel | ant. "

1. Two oppositions were filed against the granted patent.
According to the grounds of opposition, the patent was
opposed under Article 100(a) EPC for |ack of novelty and
| ack of inventive step. O the nunerous docunents cited
during the opposition proceedings the follow ng remain

rel evant to the present deci sion:

(1) EP-A-0 372 777

(2) US-A-2 868 691

(5) Reprint from "Pharmaceutical Technol ogy", March 1990,
R Dal by et al, CFC Propellant Substitution: P 134a as

a Potential Replacenent for P-12 in MJs

(6) "Frankfurter Allgeneine Zeitung", 25 Cctober 1989,
No. 207, page 7.

(7) Brochure "Hoechst zum Ersatz von FCKW, Septenber 1990

(8) "Pharnmazeutische Zeitung”, No. 9, March 1990,
pages 30/ 31

(19) M nerva Pneunvol ogica, Vol. 14, 1975, pages 34 to 45,
L1l According to the interlocutory decision of the Qpposition
Di vi sion under Article 106(3) EPC, posted on 27 Decenber

1996, the patent in anended formwas found to neet the
requi renents of the EPC
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The Qpposition Division took the view that the aeroso
formulation of claim1 as granted (nain request) "containing
no nore than 0.0005% by wei ght of any surfactant” was novel
because of the fact that it was only possible to arrive at
the clai ned subject-nmatter by a selection fromfeatures out

of four lists disclosed in docunent (1).

The subject-matter of claim 13 as granted, however, being
not dependent on claim1l and relating to a nethod of
preparing a solution aerosol fornulation was not limted to
a concentration of 0.0005% by wei ght of surfactant, and
therefore | acked novelty in conparison with the disclosure

of Exanples 10 to 12 in docunent (1).

In view of the fact that according to an auxiliary request
claim13 was limted to a surfactant concentration of

0. 0005% by wei ght of the formulation, the Opposition

Di vi sion concluded that this request fulfilled the

requi renents of Article 54 EPC

For the assessnent of inventive step, the Qpposition
Di vi si on regarded docunent (1) as the closest prior art. In
the light of the said prior art, the problemto be sol ved

was "...to provide an alternative fornulation to the one as
di scl osed in docunent (1)...wherein the presence of
unnecessary conpounds is kept at a mnimun. Since

docunent (1) clearly taught to include as an essentia
conponent a surfactant in solution aerosol fornulations and
since the formulations according to this prior art contained
surfactants in concentrations of well above the clained
upper limt of 0.0005% by wei ght, there was no reason for a

person skilled in the art to assune that a stable
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formul ati on coul d be obtai ned without a surfactant.

Al though a plurality of additional prior art docunents on
file, eg docunent (19) which was consi dered the nost

rel evant prior art next to docunent (1), showed that

sol ution aerosols for therapeutic applications could be
formul ated in the absence of a surfactant, the subject-
matter of the patent in suit was not rendered obvious by any

conbi nation of the teaching of the docunents on file.

Appel lant 01, who is the proprietor of the patent in suit,
Appel  ant 02, who is Opponent 01, and Appellant 03, who is

Opponent 02, | odged appeal s agai nst the said deci sion.

Oral proceedi ngs took place on 2 Decenber 1998, during which

Appel lant 01 filed two auxiliary requests.

Auxiliary request | related to the patent as anmended before
the Qpposition Division that neans the set of clains as
granted with nethod claim 13 being limted in accordance
with claim1 such that "the fornul ati on contains no nore

t han 0. 0005% by wei ght of any surfactant”.

Claiml of auxiliary request Il related to the sane aeroso
formulation as defined in claiml1l of the auxiliary request |
but with the further limtation that "ethanol is present in
an anount of about 2 to about 12 percent by weight".

Comng to the main request with the set of clains as
granted, Appellant 01 argued inter alia that in contrast to
the Opposition Division's point of view, a proper

interpretation of nethod claim13 inevitably led to the
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conclusion that only a single nethod step was defined in
this claimand that the definition of this single step was
conplete in terns of the conponents to be conbined. In
accordance with Article 69 EPC there was in any case the
necessity to take into account the description and the
wor ki ng exanpl es of the patent in suit when reading the
wordi ng of the clains. Since the conponents to be conbined
according to the description and exanples of the patent in
suit were those and only those specified in claim13, the
wordi ng of claim 13 did not permt to conbine substantia
anmounts of other conponents, for exanple high anpbunts of
surfactants above 0.0005 wt % known from docunent (1) with

t hose conponents specified. Accordingly, the subject-matter
of claim 13 as granted was clearly novel in conparison with
the di sclosure of docunent (1) and since claim1l as granted
i ncl udes an upper Iimt of the overall surfactant content of
no nore than 0.0005% w % of the fornulation, there was no
reason for an objection to the set of clains as granted
under Article 54 EPC.

Mor eover, since claim1 unanbiguously defines the anount of
et hanol as an effective anount to sol ubilize BDP, reducing
t he ethanol content as shown in the description - ie well
bel ow t he 25wt % et hanol as required by Exanples 10 to 12 of
docunent (1) - was a further feature distinguishing the
subject-matter of claim1 fromthe said prior art
formul ati on.

For the assessnent of inventive step Appellant 01 enphasi sed
that it was only technically nmeaningful to start from
docunment (1) as the closest prior art. It was pointed out

t hat docunent (19) referred to by Appellant 02 as the
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cl osest prior art was filed about thirty years before the
priority date of docunent (1). It was proven by nunerous
citations, eg docunent (5), that during this period of tine
the devel opnent in the field of solution aerosols suitable
for pharnmaceutical applications went in the direction of
using a surfactant as one of the essential conponents for
fornmul ating the said aerosols. There was no reason why a
person skilled in the art should disregard this nmain stream
i n pharmaceutical aerosol technol ogy. For supporting this

argunment ation reference was nmade to decision T 1000/ 92.

In the circunstances of the present case, Appellant 02's
al l egation was irrelevant that docunent (2) showed in the
formof a nore generalized teaching that the aid of
surfactants in solution aerosols was not necessary. The
chem cal structure of surfactants as excluded by the
teaching of the patent in suit were not known at the

publication date of document (2).

Moreover, it was necessary to take into account that

docunent (1) was the first prior art disclosure of a

sol ution aerosol for pharnmaceutical use containing the Pl34a
propel | ant but also containing, in conformty with the so-
called main streamin the field, a surfactant. The patent in
suit clearly represented a deviation fromthe said

mai nstream As a consequence, only on the basis of an ex
post facto analysis was it possible to regard obsolete

docunent (19) as the closest prior art.

In the light of the disclosure in docunent (1) the problem
to be solved could be seen in the provision of fornulations

of BDP which were easy to manufacture, but stable, having a
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| ong shelf tinme and exhi biting desirable respirable

fraction.

Havi ng regard to conparative exanples, there was clear

evi dence that a reduction in ethanol content w thout the

om ssion of surfactant did not |lead to an enhanced chem ca
stability of BDP, but rather an increase in chenica
degradation of BDP. Therefore, only a conbination of each of

the clained features solved the stated problem

Since it was proven that docunent (1) in accordance with the
so-called main streamin aerosol technology clearly taught
that surfactants were an inportant stabilizer for solution
formul ations and since this prior art as well as nunerous

ot her docunents nentioned et hanol nerely beside other co-

sol vents such as dinethyl ether, the skilled person would
not automatically envisage renoving the surfactant conponent
and woul d not sinultaneously reduce the ethanol content but
had al so the possibility to adjust other solution paraneters
in order to achieve a good product stability and a desirable
respiration fraction. Docunent (2) al so contained technica

i nformati on that other paraneters than the ethanol content,
such as the overall vapour pressure and/or the droplet size
of the aerosol, could have an influence on the respirable

fraction of the fornul ati on.

Si nce docunent (19) neither contained information about the
origin of the marking "C enil Spray" nor described a nethod
how to fornul ate a commerci al product, nor contained

i nformati on about the function of the P 113 conponent and
particularly not how a change of the propellant system woul d

i nfl uence the ingredients of the fornulation, for a skilled
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person this prior art |left open nore questions than
provi di ng concrete technical information in the field of
aerosol technol ogy. Accordingly, the disclosure of

docunent (19) was nore or |ess speculative and hence it was
fully justified not only to set aside this docunent as a
suitable starting point for the assessnent of inventive step
but also to exclude this prior art froma conbination with

the disclosure in any other of the cited docunents.

The ot her docunments on file either did not relate to

speci fic aerosol formulations, especially not to BDP
aerosols, or did not relate to propellant conpositions which
the skilled person would take into account for a

substitution by the clainmed propellants.

In the view of Appellant 01 the auxiliary requests clearly
could be regarded as a fair response to Appellant 02 and
03's objections regarding the broadness of the scope of the
cl ai med subject-matter

Appel  ants 02 and 03 contested these argunents and took the
view that the subject-matter of the clains as granted (now
mai n request) and that of the auxiliary requests | acked
novelty in the |ight of the disclosure in docunent (1),
particularly having regard to Exanples 10 to 12 of that

prior art.

Since the subject-matter of the clains according to each of
the requests was clearly defined, there was no need to refer
to Article 69 EPC in order to construe further features
implicitly delimting the clained subject-matter. Moreover,

since claim13 of the nmain request related to the production
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of the sanme fornmulation as defined in claim1 but | acked one
of the product paraneters, such a claimwould then
contravene Article 84 EPC.

As regards inventive step Appellants 02 and 03 took the view
that there was no basis to disregard the disclosure of
docunment (19) as being specul ative since this docunent was

I n accordance with docunent (2) an exanple of the
traditional teaching in solution aerosol fornulations and in
particul ar represented an absol ute standard for BDP
formul ati ons.

Docunent (19) in reality represented a nore suitable
starting point for the assessnent of inventive step than
docunent (1). Since nunmerous docunents showed that the whol e
thrust in 1990 was to substitute CFC propellants by |ess
environnental |y destructive products such as Pl34a or P227,
starting then fromdocunent (19), it was only a matter of
routine work to arrive at the clainmed subject-nmatter

As a general rule for obviousness in the field of
formul ati ng solution aerosols, the skilled person's approach
could be summarized under five points:

- First of all, for econom c reasons and because of the
risk of side-effects, unnecessary conpounds or

functions were avoi ded;

- Secondl y, additional conponents, if necessary, were

included only in mninum anounts;

- Thirdly, since dinethyl ether was highly inflamabl e,
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et hanol was commonly used and was therefore the first

choi ce of co-sol vents;

- As the fourth point, it was well-known that BDP coul d
be satisfactorily dissolved without a surfactant and

hence surfactants were nerely optional conponents;

- Finally, it was a matter of routine work to optim ze
aerosol fornulations as to the proportionality of the
amounts of conponents when changi ng the propel |l ant
system

Accordingly, in the |ight of these commbn practices, the
skill ed person even starting fromdocunent (1) would arrive
at the subject-matter of the patent in suit w thout the
exercise of inventive skill. It was particularly pointed out
that the fornul ati ons according to Exanples 10 to 12 of
docunent (1) showed the sanme anmount of surfactant content
for different types of surfactants used and apparently these
exanpl es were not optim zed as to the surfactant content.
There was no prejudice to further optim ze the known

fornmul ati ons.

In reply to Appellant 01's so-called main stream argunent
Appel ants 02 and 03 particularly relied on conventiona

phar maceutical fornulation practice. Reference was nade to
wel | - known t ext books, |ectures, an affidavit and numerous
patent specifications. A surfactant was included in
formul ati ons as known from Exanples 10 to 12 of docunent (1)
only in case of a poorly performng netering val ve of the
MDI equi pnent requiring a surfactant for |ubrication.

Particularly docunent (2) represented the basic know edge
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about solution fornmulations and i ncluded technica
information that the use of a surfactant in such

formul ati ons was necessary only in exceptional situations.

VI, Appel  ant 01 requested that the patent be nmintai ned as

granted - main request.
Alternatively, he requested that the patent be nmaintained in
the version according to page 2 (Form 2339.4) of the

deci si on under appeal - first auxiliary request;

or on the basis of a main claimconprising the features of

the present clains 1 and 4 - second auxiliary request.

Appel I ants 02 and 03 requested that the decision under

appeal be set aside and that the patent be revoked.

Reasons for the Deci sion

1. The appeal is adm ssible.

2. Appel I ants 02 and 03 neither objected under Article 100(c)
EPC in regard to the patent as granted, nor filed such
objections in regard to the auxiliary requests conpri sing
only a conbi nati on and rearrangenent of clains as granted
and originally filed. The Board considers that the
requi renments of Article 123(2) and (3) EPC are satisfied.

Mai n request - Novelty

3. Docunent (1) relates to nedicinal aerosol fornulations and

0650. D Y A
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in particular to fornmul ations suitable for pul nonary, nasal,
buccal or topical adm nistration which are at | east
substantially free of chlorofluorocarbons, henceforth
referred to as CFCs (see page 2, lines 1 to 3). According to
page 6, lines 10 to 14 and Exanple 10 on page 7, lines 15 to
25 and line 30 of this docunent, a solution is prepared as
fol | ows:

- 0. 005 g becl onet hasone di propi onate BDP and 0.006 g

Span 85 is weighed into a snall beaker.

- 1.350 g ethanol is added and the m xture honopgeni sed

using a Silverson m xer.

- This m xture is dispersed into a P.E.T. bottle and an

aerosol valve crinped in place.

- 4.040 g Propellant 134a is added by pressure filling.
(1,1,1,2-tetrafluoroethane is referred to as Propel | ant
134a)

The Board agrees with Appellant 01's statenent that the
subject-matter of claim13 clearly relates to a single step
of conbining a specific drug, two specified propellants and
a specified co-solvent in a nethod of preparing a sol ution
aerosol fornul ation. However, having regard to the wording
of claim13: "A nethod...conprising the step of conbining
... becl onet hasone 17,21 di propionate... 1,1,1, 2-

tetrafl uoroethane...and ethanol...", it is also clear that
the subject-matter for which protection is sought is not
intended to be limted to a single nethod step but nmay

conprise other technically neani ngful nethod steps.
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Since the step of conbining BDP and Span 85 - a surfactant
conmponent - clearly may be a technically neani ngful nethod
step in the preparation of solution aerosol fornulations, in
the light of the disclosure in docunent (1) claim 13 of the

mai n request | acks novelty.

Havi ng regard to the fact that the wording of claim 13,

al though formulated in a broad nanner, clearly and

unanbi guously defines the matter for which protection is
sought, there is no need for a further interpretation of the
said claimunder Article 69(1) EPC by reference to the
description or worked exanples of the patent in suit. It is
wel | established case | aw of the Boards of Appeal that the
so-cal l ed "broadness” of a clai mdoes not necessarily affect
the clarity of the clainmed subject-matter, or in other words
there is no general principle that broadly fornul ated clai ns
i nevitably have to be interpreted restrictively in the |ight
of the description. Claim13 of the main request is clearly
not limted to the addition of surfactants in an anount

bel ow 0. 0005 wt% There is nothing in the wording of this

cl ai mwhi ch requires explanation by the description in
respect of the anpbunt of any surfactant present in the
formulation. In any case, novelty of the subject-matter of a
cl ai m cannot be established a posteriori, that neans after
being confronted with a novelty destroying prior art

di scl osure only by giving a "delimting interpretation” of
the scope of the claimdepending on the content of the said
prior art, even if the description of the patent in suit

di scl oses enbodi nents which correspond to the delimting
interpretation (T 607/93, cited in Case Law of the Boards of
Appeal , 3d ed. 1998, 1.C. 3.2.2). The reverse would inply

that the scope of the claimdepends on the cited prior art
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and may vary during the proceedi ngs.

Accordingly the main request, as already done by the
Qpposition Division, has to be rejected under Article 54(1)
EPC.

First and second Auxiliary Request - Novelty

0650. D

Havi ng regard to the objections of Appellants 02 and 03, the
novelty of clainms 1 and 13 of the first and second auxiliary
requests vis-a-vis docunent (1) nust be consi dered.

The teaching of docunent (1) is not restricted to solution
aerosol formul ati ons as nenti oned under point 3 above but
rel ates nore generally to both solution and suspension
formulations. In fact docunent (1) discloses in addition to
the solution aerosol fornmulation according to Exanple 10
with 0.005 g corresponding to 0.093 wt % of BDP and 0.006 g
corresponding to 0.11 wt % of Span 85 surfactant, on page 4,
line 45 up to page 5, line 40, long lists of other suitable
surface active agents and cl asses of nedi canents as well as
drug conponents. It is stated on page 5, lines 51/52
following the list of drugs that "the concentration of

nmedi canent depends upon the desired dosage but is generally
in the range 0.01 to 5% by weight". According to page 5,
lines 8 to 11, following the list of surfactants, "the
surface active agents are generally present in anmounts not
exceeding 5 percent by weight of the total fornulation” with
the further explanation that "they will usually be present
in the weight ratio 1:100 to 10:1 surface active agent
drug(s), but the surface active agent nay exceed this weight

ratio in cases where the drug concentration in the
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formulation is very | ow

Nei t her the worked exanples nor the rest of document (1)
conprise technical information as to which of the weight
rati os of the broad range of 1 : 100 to 10 : 1 surface
active agent : drug is applicable to the nunerous possible
surfactant drug conbinations in either solution or
suspension fornul ati ons and as a consequence it is not
clearly and unanbi guously derivable fromdocunent (1) if for
exanpl e 0.01 w % BDP can be conbined with 0.0001 wt % of one
of the numerous surfactant conponents referred to as being
suitable for the preparation of solution or suspension
formul ati ons. Accordingly, novelty of the subject-natter of
claim1l and claim 13 of the first auxiliary request
restricted specifically to BDP containing solution
formul ati ons and a net hod of preparing such formnulations
containing no nore than 0.0005 % by wei ght of any surfactant
can be acknow edged in conparison with the disclosure in
docunent (1).

Caiml and claim 13 of the second auxiliary request are
further restricted to a fornul ati on containing ethanol in an
anmount of 2 to 12 percent by weight and accordingly are al so

novel in conparison wth docunent (1).

Since furthernore none of the other docunments cited in the
course of either the exam nation or opposition procedure
di scl oses the conbination of the features of independent
claims 1 and 13, the Board is satisfied that the first and
second auxiliary requests neet the requirenments of

Article 54 EPC
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First and second auxiliary request - Inventive step

5.

5.2

0650. D

The Board regards docunent (19) to be the cl osest state of
the art in the sense of the proper starting point for

exam ning inventive step in this case. For the purpose of
this discussion, reference is made to the undi sputed English
translation of (19) which was supplied by Appellant 03 on

6 Novenber 1996.

Docunent (19) is concerned with investigations relating to
the effects of becl onet hasone di propi onate on respiratory
and adrenal function by using a so-called "Clenil Spray" in
the formof a netered aerosol. It is subsequently indicated
that every canister of said aerosol contains 15 g of liquid
havi ng the foll owi ng conposition:

becl onet hasone- 17, 21-di propi onate 0.010 ¢

absol ute et hyl al cohol 1.191 ¢
Freon 113 2.361 ¢
Freon 12/114 (40:60) 11.438 ¢

(see translation page 2, third and fourth paragraph).

Tests were perforned on a total of 20 patients (see

transl ation page 3, first paragraph) and as a result it is
observed that Cenil Spray has an inproving effect on

exi sting bronchial/bronchiol ar spasm (see transl ation

page 4, penultimate paragraph).

It was undi sputed by the parties that before the priority
date of the patent in suit it was well known in the art that

chl or of | uor ocarbon so-call ed CFC conpounds react with the
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ozone | ayer around the earth and contribute towards its
depl etion, and that there was consi derabl e pressure by
various governnments around the world to reduce substantially

or even avoid the use of CFCs.

Starting fromdocunent (19) and taking into account |ega
requirenents relating to and increasing public interest in
envi ronnental protection, the problemunderlying the patent
in suit may thus be seen in providing a becl onethasone-

17, 21-di propi onat e cont ai ni ng aerosol formulation having
accept abl e therapeutical effectiveness but being | ess

destructive to ozone.

The cl ai ned solution of the problemis a becl onethasone-

17, 21-di propi onat e contai ni ng aerosol fornulation conprising
1,1,1,2-tetrafl uoroet hane (abbreviation 134a) or

1,1,1, 2, 3,3, 3-hept af | uor opr opane (abbrevi ation 227), or a

m xture thereof as the propellant. Having regard to the

wor ked exanpl es of the patent in suit and the statenent on
page 2, lines 14 to 17 of the description of the patent in
suit, it appears credible that the problem has indeed been

sol ved.

Appel lants 02 and 03 did not contest the statenents as to
the properties of propellants 134a and 227 set out in the

patent in suit.

It therefore remains for the Board to deci de whether or not
the said solution would, in view of the citations, have been
obvious to a person skilled in the art faced with the
probl em defi ned above.
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The Board agrees with Appellant 01's point of viewthat
there is no hint in docunent (19) itself which m ght have
given an incentive to the skilled person to investigate the
propel | ant system of the so-called Cenil Spray. It would
appear that, except perhaps for research purposes, no reason
for it would have been apparent at the tine of this
publ i cati on.

However, if confronted with the problem as stated above, the
skill ed person woul d address every technical field where the
sanme problem arises. Even the general public was already
wel | aware of the ozone | ayer depletion around the earth,

ow ng to w despread debate thereon and to the resulting
public recomendati ons. O course, the skilled person would
first turn to other prior art relating to propellant systens
and first of all, if available, to such systens suitable for
use in pharmaceutical aerosol conpositions. In this respect,
docunent (5) directly addresses propellant substitution
options available to MDI (nmetered dose inhaler) fornul ators.
It is stated that "the Montreal Protocol on Substances That
Depl ete the Ozone Layer" calls for step-by-step reduction of
the use and production of chlorofl uorocarbon (CFC)
propellants in North Anerica and Europe and that secondary
econom c effects of the protocol are now being felt in the
phar maceutical industry. As a result of the scarcity of
materials and in response to heavy taxation, costs are
escalating rapidly for propellants - nanely, P-11, P-12, and
P114 - conventionally used in the fornmul ation of netered
dose inhalers (MDs)" (see first page, left colum).

Al t hough the Appellant is right when arguing that

docunent (5) does not describe a conplete substitution of

CFC propel |l ant systens by P-134a because of a | ack of
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stability, density and solvent strength for surfactants of P
134a in conmparison with P 12, the whole thrust of this prior
art can be summarized by the statenent on the second page,

| ast paragraph that "it currently seens to the authors that
non- ozone depleting P-134a is a suitable replacenent for P-
12".

Docunent (8) having the sane publication date as docunent
(5) fully confirns this statenent and additionally indicates
on page 30, right colum, |ast paragraph/page 31 |eft
colum, first paragraph, that one of the proposed
substitutes for CFCs, the so-called H CFC 22 (Hydro-

chl or of | uorocarbon), could only be regarded as an

i nternedi ate solution since this product, apart from other
di sadvant ages, appears not to be suitable for pharmaceutica
applications. It is then subsequently stated that the search
Is concentrated on chlorine free products, for exanple on
HFC 134a used in the field of refrigeration technol ogy and
i nsulating foans and that this product does not destroy the
ozone layer. Furthernore, it is indicated on page 31, left
col umm, second paragraph, that studies on short tine
toxi col ogy are avail able which did not show negative
results. Accordingly, in the light of the disclosure in
docunent (8) the skilled person faced with the problem

defi ned above and forced to conplete technical infornmation
about potential CFC substitutes, would not restrict the
search exclusively to propellant systens already proposed
for MDI's but would also turn to literature relating to the
repl acenent of CFCs envisaged in other technical fields. In
this respect the skilled person would cone across

docunent (7) published very close to the priority date of

the patent in suit and putting beside other replacenent
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candi dates, particul ar enphasis on the two HFC propel |l ants
134a and 227. Both propellants are shown to have no

i nfluence on the stratospheric ozone | ayer acconpani ed by
decreased "hot house effect". HFC 134a is indicated to
replace the CFC P 12 whereas HFC 227 is indicated to repl ace
CFCs P 11, 12 and 114 for special applications in
refrigeration, air conditioning and aerosol technol ogy.

As argued by Appellant 01, the Board agrees that the skilled
person woul d not ignore the other propellants nentioned in
docunent (7). However, already one year before publication
of docunent (7) and about one year before the priority date
of the patent in suit, even the public's attention had been
drawn by a press report to the use of HFC 134a in the field
of pharmaceutical aerosols in order to replace the ozone
depleting propellants P 11 and P 12 (see docunent (6) under
the heading "Stoffliche Alternativen sind bekannt”, second
par agr aph). Moreover, subsequently it is indicated that
according to a further project HFC 227 appears to be the
nost prom sing | ong-term candidate not only in the field of
aerosols but also in refrigeration and air conditioning
technol ogy (see docunent (6) under the heading "Stoffliche
Al ternativen sind bekannt™, third paragraph).

In the light of these facts the Board can only concl ude that
the skilled person faced with the probl em defined above
would try to replace the propellant system of the so-called
Clenil Spray according to docunent (19) by at | east one of
the prom sing replacenent candi dates HFC 134a or HFC 227
havi ng zero ozone depletion potential in order to produce an
envi ronnental |y acceptabl e product narketable for the

future.
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Havi ng regard to the degree of pressure put on industry by

| egi slation and by the public interest, for the incentive to
try the said replacenent, in the Board's view, it is a m nor
matter whether or not there was a particularly high degree
of expected success before starting experinental work. The
skilled person would in any case first of all start
experinmental work by testing a replacenent with propellants
havi ng zero ozone depleting potential and allowi ng a | ong
termsolution to the problem before making a conprom se with
| ess environnmental | y beneficial candidates or with m xtures
of CFCs and HFCs. In this respect it is to be noted that P
113 used in the fornulati on of docunent (19) shows, as
argued by Appellant 01, indeed excellent solubility
properties and could i ndeed be regarded in addition to

et hanol as a co-solvent, but in view of the extrenely high
ozone depleting potential of this conponent as proven by
docunent (7) the skilled person clearly would try to avoid

thi s conponent.

I n such circunstances, the Board does not m sjudge the rea
situation in relation to toxicity and/or solubility probl ens
caused by HFC 134a or HFC 227 repl acenents which are indeed
postulated in the literature and which formthe basis for
Appel  ant 01's argunents for unobvi ousness of the invention.
However, the facts presented in the present case do not
all ow the conclusion that a skilled person carrying out the
experinmental work necessary to refornulate the Clenil Spray
according to docunent (19) in order to overcone the problens
caused by the P 12/113/114 conponents was confronted with

deterring difficulties.

The Board notes furthernore that Appellant 01 did not file
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any counter evidence that the so-called Cenil Spray

di scl osed in docunent (19) nust be regarded as an instable
product not suitable as an aerosol fornulation. Taking
furthernore into account that the Cenil Spray does not
contain a surfactant and contains anmounts of ethanol and
becl onet hasone- 17, 21-di propi onate within the preferred
ranges of the patent in suit, the Board can only concl ude
that this product contains ethanol in an anpbunt effective to
sol ubili ze the becl onet hasone-17, 21-di propi onate in the HFC
134a or HFC 227 propellants, the use of which has been shown
to be obvious. Accordingly, the question whether or not the
skill ed person would include a surfactant into a

becl onet hasone- 17, 21- di propi onate (BDP) sol ution aeroso
formul ati on and the whol e discussion relating to the prior
art disclosure of the use of surfactants in aerosol solution
formul ations in general, particularly regarding that in
docunents (1), can be set aside. In any case, regarding
solution fornul ati ons, docunment (1) nerely discloses on

page 3, lines 16/ 17 that the presence of |arge anobunts of

sol ubili zed surfactant may al so assist in obtaining stable
solution fornulations of certain drugs. In the light of this
disclosure it is clear that even according to the teaching
of docunent (1) a surfactant does not represent an
obligatory adjuvant to sol ution aerosol fornulations and
that Exanples 10 to 12 of docunent (1) relating to BDP and
et hanol containing solution formulations with the sane
amount of surfactant content for the inclusion of different
types of surfactants cannot be regarded as being optim zed
Wi th respect to their surfactant content. Mbreover, the
Board is convinced that Appellant 03's so-called five point
argunent ati on regardi ng the behavi our of a skilled person,

who inter alia for econom c reasons and because of the risk
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of side-effects would avoi d unnecessary conpounds or
functions, reflects in reality the common practice in
i ndustry when trying to nodify existing pharmaceutica

fornmul ati ons.

In the Board's view, the nere fact that a nodification of a
product in order to maintain the product marketable in the
future involves conplex research and is extrenely tine
consum ng does not automatically confer inventiveness on the

product .

It was undi sputed by the parties that the so-called d eni
Spray contains an anount of ethanol of about 7.9 percent by
wei ght. Since claim1 of the second auxiliary request is
restricted to an anmobunt of ethanol of about 2 to about 12
percent by weight, for the assessnent of inventive step, the

above argunentation also applies to this request.

Accordi ngly, the Board can only conclude that the skilled
person would arrive at the subject-matter of clains 1 of the
first and second auxiliary requests w thout the exercise of

i nventive skill.

Since Appellant 01 with reference to decision T 1000/ 92
(cited in Case Law, supra, |1.D.3.3) contested the rel evance
of docunent (19) as not relating to the ozone depleting
probl em and because of its publication date decades before
the patent in suit, as the closest prior art, it may be

useful to discuss this nmatter in detail.

Docunent (19) was indeed published 30 years before the

priority date of the patent in suit and, as it is undisputed



7.2

7.4

0650. D

- 24 - T 0153/ 97

by the parties, does not relate to the ozone depl eting
probl em wher eas docunent (1) proposed by Appellant 01 as the
cl osest prior art already provides an alternative sol ution

to the said problem

First of all it is to be noted that correspondence of the
problemto be solved is not the only criterion when

anal ysing the disclosure in the prior art in order to find a
suitable starting point for the assessnent of inventive
step. The case | aw of the Boards of Appeal shows a great
variety of criteria related to the particul ar cases such as
the structural aspects or also the desired properties. It
shoul d not be forgotten that, in the present case, the
patent in suit deals with a nmedicinal aerosol fornulation.
Bot h docunents (1) and (19) describe such formulations. The
fact that the ban for the use of CFCs did not exist at the
time of docunent (19) does not disqualify it as cl osest

state of the art.

In the absence of any proof that the so-called Cenil Spray
is based on a specul ative and technically neani ngl ess

di scl osure, there is no plausible reason why the skilled
person shoul d di sregard docunent (19) only because the
publication date lies so far in the past. The only pl ausible
expl anation appears to be that the inventors of the patent
in suit were not aware of the disclosure in docunent (19).
In this respect the situation in decision T 1000/92 was
quite different, since well-known di sadvantages of the prior
art woul d have deterred the skilled person from keeping this
starting point. In contrast, the age of the docunent is not
a valid argunent against its relevance in the present case

because interest in this docunent did not arise until the
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ozone depleting problemforced industry to search for new

propel | ant systens.

Anyhow, it is pointed out that the Board would |ikew se have
reached a conclusion of |ack of inventive step in respect of
the first and second auxiliary requests had it been deci ded

to choose docunent (1) as a starting point.

As already set out under point 6.7 above, Exanples 10 to 12
of docunent (1) can be regarded as the rel evant passage
relating to BDP solution fornulations. The BDP fornul ati ons
according to these exanples are indeed not free of

sur factants.

The problem of sinplification defined by Appellant 01 can be
consi dered as solved in so far as the now cl ai ned
conposi tion and process exclude substantially the use of a

sur factant.

However, in addition to the specific disclosure of the
Clenil Spray from docunent (19) wi thout a surfactant and the

nore general teaching fromdocunent (2) saying in colum 2,

lines 41 to 46 "The nedi canent..... may be brought into
stable solution...if necessary, with the aid of a co-sol vent
and/ or stabilizing substance.", there are several other

docunents on file show ng the possibility of fornulating
sol ution aerosols without the necessity of a surfactant. In
the Board's view there is no one-way street situation for
use of a surfactant in BDP solution formulations. Even on
the basis of the disclosure in docunent (1) al one which
states on page 3, lines 16/17, that "The presence of |arge

anmounts of solubilized surfactant nay al so assist in
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obt ai ning stable solution fornulations of certain drugs"”,
there is at least an incentive to try to optim ze the
fornul ati ons of Exanples 10 to 12 and again, in accordance
with Appellant 03's five point argunentation, the Board is
convinced that if the skilled person in the light of the
prior art sees any hope that an adjuvant of a nedica
formul ati on which could cause side effects could be avoi ded,

he would try to do so.

Havi ng regard to the circunstances of the present case, it
is clear that inventive step of the clained subject-nmatter
cannot be supported by reference to a prejudice against the
prior art disclosure only on the basis of what is said by

the inventors in the description of the patent in suit.

The reasoni ng set out above al so applies to the set of
clains 1 to 12 for the contracting state ES rel ati ng
exclusively to a process for preparing an aeroso

formul ati on but including the sane essential features of the
formul ati on as di scussed above. Moreover, since Appellant 01
did not present a request exclusively relating to the

contracting state ES, these clains in any case nust fall.

For these reasons it is decided that:

1

2.

0650. D

The deci si on under appeal is set aside.

The patent is revoked.
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